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ABSTRACT

Background

The advent of medical abortion has improved access to safe abortion procedures. Medical abortion procedures involve either
administering mifepristone followed by misoprostol or a misoprostol-only regimen. The drugs are commonly administered in the presence
of clinicians, which is known as provider-administered medical abortion. In self-administered medical abortion, drugs are administered
by the woman herself without the supervision of a healthcare provider during at least one stage of the drug protocol. Self-administration
of medical abortion has the potential to provide women with control over the abortion process. In settings where there is a shortage
of healthcare providers, self-administration may reduce the burden on the health system. However, it remains unclear whether self-
administration of medical abortion is effective and safe. It isimportant to understand whether women can safely and effectively terminate
their own pregnancies when having access to accurate and adequate information, high-quality drugs, and facility-based care in case of
complications.

Objectives

To compare the effectiveness, safety, and acceptability of self-administered versus provider-administered medical abortion in any setting.

Search methods

We searched Cochrane Central Register of Controlled Trials, MEDLINE in process and other non-indexed citations, Embase, CINAHL,
POPLINE, LILACS, ClinicalTrials.gov, WHO ICTRP, and Google Scholar from inception to 10 July 2019.

Selection criteria

We included randomized controlled trials (RCTs) and prospective cohort studies with a concurrent comparison group, using study designs
that compared medical abortion by self-administered versus provider-administered methods.

Data collection and analysis

Two reviewers independently extracted the data, and we performed a meta-analysis where appropriate using Review Manager 5.
Our primary outcome was successful abortion (effectiveness), defined as complete uterine evacuation without the need for surgical
intervention. Ongoing pregnancy (the presence of an intact gestational sac) was our secondary outcome measuring success or
effectiveness. We assessed statistical heterogeneity with Chi2 tests and 12 statistics using a cut-off point of P < 0.10 to indicate statistical
heterogeneity. Quality assessment of the data used the GRADE approach. We used standard methodological procedures expected by
Cochrane.
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Main results

We identified 18 studies (two RCTs and 16 non-randomized studies (NRSs)) comprising 11,043 women undergoing early medical abortion
(=9 weeks gestation) in 10 countries. Sixteen studies took place in low-to-middle income resource settings and two studies were in high-
resource settings. One NRS study received analgesics from a pharmaceutical company. Five NRSs and one RCT did not report on funding;
nine NRSs received all or partial funding from an anonymous donor. Five NRSs and one RCT received funding from government agencies,
private foundations, or non-profit bodies. The intervention in the evidence is predominantly from women taking mifepristone in the
presence of a healthcare provider, and subsequently taking misoprostol without healthcare provider supervision (e.g. at home).

There is no evidence of a difference in rates of successful abortions between self-administered and provider-administered groups: for two
RCTs, risk ratio (RR) 0.99, 95% confidence interval (Cl) 0.97 to 1.01; 919 participants; moderate certainty of evidence. There is very low
certainty of evidence from 16 NRSs: RR 0.99, 95% Cl 0.97 to 1.01; 10,124 participants.

For the outcome of ongoing pregnancy there may be little or no difference between the two groups: for one RCT: RR 1.69, 95% Cl 0.41 to
7.02; 735 participants; low certainty of evidence; and very low certainty evidence for 11 NRSs: RR 1.28,95% Cl 0.65 to 2.49; 6691 participants.

We are uncertain whether there are any differences in complications requiring surgical intervention, since we found no RCTs and evidence
from three NRSs was of very low certainty: for three NRSs: RR 2.14, 95% CI 0.80 to 5.71; 2452 participants.

Authors' conclusions

This review shows that self-administering the second stage of early medical abortion procedures is as effective as provider-administered
procedures for the outcome of abortion success. There may be no difference for the outcome of ongoing pregnancy, although the evidence
for this is uncertain for this outcome. There is very low-certainty evidence for the risk of complications requiring surgical intervention.
Data are limited by the scarcity of high-quality research study designs and the presence of risks of bias. This review provides insufficient
evidence to determine the safety of self-administration when compared with administering medication in the presence of healthcare
provider supervision.

Future research should investigate the effectiveness and safety of self-administered medical abortion in the absence of healthcare provider
supervision through the entirety of the medical abortion protocol (e.g. during administration of mifepristone or as part of a misoprostol-
only regimen) and at later gestational ages (i.e. more than nine weeks). In the absence of any supervision from medical personnel, research
is needed to understand how best to inform and support women who choose to self-administer, including when to seek clinical care.

PLAIN LANGUAGE SUMMARY

Self-administered versus provider-administered medical abortion (review)
Review question

The aim of this review was to compare whether women taking abortion drugs on their own without healthcare provider supervision can
do so as successfully and safely as women who take the drugs in the presence of trained healthcare providers.

Background

Medical abortion used to end pregnancies has been successful and safe when women have access to appropriate information and
resources. In provider-administered medical abortion, drugs are taken in the presence of trained healthcare providers. Access to medical
abortion drugs has increased and has given women more control over their abortion procedures through self-administration. In self-
administered medical abortion, the woman takes the drug(s) without the supervision of a healthcare provider after receiving appropriate
information and resources. This is the first review of the published evidence on whether self-administration of medical abortion is a
safe and successful way to end pregnancies. We compared the success and safety of self-administered medical abortion versus provider-
administered medical abortion.

Study characteristics

We included 18 studies (two randomized controlled trials and 16 prospective cohort studies) covering 11,043 women undergoing early
medical abortion (up to nine weeks gestation) in 10 countries that compared self-administered medical abortion to provider-administered
medical abortion, after an initial clinic visit. Most studies (16) were conducted in low-to-middle resource settings and two studies in high-
resource settings. The evidence described in this review is from studies published before 10 July 2019.

Key results

Women who self-administer medical abortion drugs in early pregnancy (up to nine weeks gestational age) experience similar rates of
completed abortion as women who undergo provider-administered procedures in low-to-middle and high-resource settings. Evidence
about safety is uncertain.

Quality of the evidence

Self-administered versus provider-administered medical abortion (Review) 2
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The evidence for the success of self-administered medical abortion compared to provider-administered medical abortion was of moderate
certainty, due to low-certainty studies. The evidence for the safety of these interventions was very low, due to low-certainty studies.

Self-administered versus provider-administered medical abortion (Review) 3
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SUMMARY OF FINDINGS

Summary of findings for the main comparison. Self-administered medical abortion compared to provider-administered medical abortion for women

of reproductive age seeking induced abortion (RCTs)

Self-administered medical abortion compared to provider-administered medical abortion for women of reproductive age seeking induced abortion (RCTs)

Patient or population: women of reproductive age (15 to 49 years) seeking induced abortion

Setting: Hospitals and primary care clinics
Intervention: self-administered medical abortion
Comparison: provider-administered medical abortion

Outcomes

Anticipated absolute effects” (95% Cl)

Relative effect

Ne of participants

Certainty of the

(95% ClI) (studies) evidence
Risk with Risk with self-ad- (GRADE)
provider-admin- ministered medical
istered medical abortion
abortion
Success of medical abortion - RCTs 963 per 1000 954 per 1000 RR0.99 919 Moderated
(934 to 973) (0.97 to 1.01) (2 RCTs)
(Follow-up ranged from 14 days after mifepristone ad-
ministration to after the completion of post-treatment
menstruation)
Ongoing pregnancy - RCTs 8 per 1000 14 per 1000 RR 1.69 735 Lowb, ¢
(3to 57) (0.41t0 7.02) (LRCT)

(Follow-up 14 days after misoprostol administration
and final follow-up occurred after the completion of
post-treatment menstruation)

Any complication requiring surgical intervention - RCT

No studies reported this outcome

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

Cl: Confidence interval; RCT: randomized controlled trial; RR: Risk ratio

GRADE Working Group grades of evidence

High certainty: We are very confident that the true effect lies close to that of the estimate of the effect
Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is

substantially different

Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect

Very low certainty: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect
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aDowngraded by one level for high risk of bias. Li 2017 was classified as unclear risk of bias for this outcome because we rated three of the 'Risk of bias' domains as unclear
(random sequence generation; allocation concealment; selective outcome reporting), one (blinding of outcome assessor) at high risk, and two at low risk (blinding of personnel
and participants; incomplete outcome data). We judged Shrestha 2014 to be at unclear risk of bias for this outcome, because we rated three domains at low risk (random sequence
generation; blinding of personnel and participants; incomplete outcome data), two at unclear risk (allocation concealment; selective outcome reporting), and one at high risk
(blinding of outcome assessor).

bDowngraded by one level for imprecision, with wide confidence intervals, suggesting both an important increase or a decrease in the outcome. Given the low event rate (8)
with a large sample size (735), we did not calculate the optimal information size because as in the GradePro Handbook under such circumstances, the judgement about precision
may be based on the Cl around the absolute effect.

¢Downgraded by one level due to high risk of bias. We judged Li 2017 to be at unclear risk of bias for this outcome because we rated three of the 'Risk of bias' domains as unclear
(random sequence generation; allocation concealment; selective outcome reporting), one (blinding of outcome assessor) at high risk, and two at low risk (blinding of personnel
and participants; incomplete outcome data).

Summary of findings 2. Self-administered medical abortion compared to provider-administered medical abortion for women of reproductive age
seeking induced abortion (NRS)

Self-administered medical abortion compared to provider-administered medical abortion for women of reproductive age seeking induced abortion (NRSs)

Patient or population: women of reproductive age (15 to 49 years) seeking induced abortion

Setting: Hospitals, family planning clinics, tertiary care facilities, non-governmental sites, government health facilities, abortion clinics, primary care clinics, university, and
research centers

Intervention: self-administered medical abortion

Comparison: provider-administered medical abortion

Outcomes Anticipated absolute effects* (95% Cl) Relative effect Ne of participants  Certainty of the
(95% CI) (studies) evidence
Risk with Risk with self-ad- (GRADE)
provider-admin- ministered med-
istered medical ical abortion
abortion
Success of medical abortion - NRSs 940 per 1000 931 per 1000 RR0.99 10,124 Very lowa
(912 to 950) (0.97to 1.01) (16 observational
(Follow-up ranged from 10 days after mifepristone or studies)

misoprostol administration to after the completion of
post-treatment menstruation)

Ongoing pregnancy - NRSs 8 per 1000 10 per 1000 RR1.28 6691 Very lowb
(510 20) (0.65t0 2.49) (11 observational
(Follow-up ranged from 10 days after mifepristone or studies)

misoprostol administration to after the completion of
post-treatment menstruation)

Any complication requiring surgical intervention - NRSs 26 per 1000 56 per 1000 RR2.14 2452 Very low¢. d
(21 to 150) (0.80 to 5.71)

feaqny £1
aueiyds’o) =

‘yyeay 19199
*SUOISII3P pawioju]
*32UBPINS pashiL

SM3IADY J13BWSISAS JO seqeleq auelyd0)



“p¥7 ‘suos 13 A31IM uyor Aq paysiiqnd ‘uoneioqe|jod aueyd0) ay 1 020z @ y3uAdod

(MaInaY) uoiI0qe |edIP3W PAIIISIUIWPER-IDPINCAd SNSIDA PaIA)SIUIWPR-J13S

(Follow-up ranged from 10 days after mifepristone or (3 observational
misoprostol administration to after the completion of studies)
post-treatment menstruation)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% ClI).
Cl: Confidence interval; NRS: non-randomized study; RR: Risk ratio

GRADE Working Group grades of evidence

High certainty: We are very confident that the true effect lies close to that of the estimate of the effect

Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different

Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect

Very low certainty: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect

aDowngraded by one level from low certainty of evidence due to high risk of bias. Overall, we rated 16 prospective cohort studies at serious risk of bias because at least one 'Risk
of bias' domain was judged to be at serious risk of bias. For each of these studies there was serious risk of bias in two domains: bias in measurement of outcomes and bias due to
confounding. There was bias in measurement of outcomes because the outcomes, including success of medical abortion, were measured by assessors aware of the intervention
received by the participants. There was a serious risk of bias due to confounding because the studies were not randomized and we do not know whether gestational age (a known
confounder) had an independent effect on the outcome. In addition to bias due to measurement of outcomes and bias due to confounding, we judged Provansal 2009 to have a
serious risk of bias due to missing data because outcome data were not available for over 20% of the participants. We strongly suspect publication bias for the success of medical
abortion because the funnel plot is fairly asymmetrical. We therefore have limited confidence in the effect estimate of RR =0.99.

bDowngraded by one level from low certainty of evidence due to high risk of bias. Overall, we rated 11 prospective cohort studies at serious risk of bias because at least one 'Risk
of bias' domain was judged to be at serious risk of bias. For each of these studies there was serious risk of bias in two domains: bias in measurement of outcomes and bias due to
confounding. There was bias in measurement of outcomes because the outcomes, including success of medical abortion, were measured by assessors aware of the intervention
received by the participants. There was a serious risk of bias due to confounding because the studies were not randomized and we do not know whether gestational age (a known
confounder) had an independent effect on the outcome. In addition to bias due to measurement of outcomes and bias due to confounding, we judged Provansal 2009 to have
serious risk of bias due to missing data because outcome data were not available for over 20% of the participants. The funnel plot was asymmetrical. We therefore have limited
confidence in the effect estimate of RR = 1.28.

¢Downgraded by one level from low certainty of evidence due to high risk of bias. We rated all three prospective cohort studies at serious risk of bias because at least one 'Risk of
bias' domain was judged to be at serious risk of bias. For each of these studies there was serious risk of bias in two domains: bias in measurement of outcomes and bias due to
confounding. There was bias in measurement of outcomes because the outcomes, including success of medical abortion, were measured by assessors aware of the intervention
received by the participants. There was a serious risk of bias due to confounding because the studies were not randomized and we do not know whether gestational age (a known
confounder) had an independent effect on the outcome. In addition to bias due to measurement of outcomes and bias due to confounding, we judged Provansal 2009 to have
serious risk of bias due to missing data because outcome data were not available for over 20% of the participants. There were fewer than 10 studies, so we did not conduct a
funnel plot to assess for publication bias.

dThe effect estimate was large (RR = 2.14), but there were plausible confounders that were not controlled for (e.g. gestational age), so we did not upgrade the certainty.
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BACKGROUND

Description of the condition

Unsafe abortion is preventable, but it remains a major global health
issue causing unnecessary threats to women’s health and burdens
on the health system. Globally, an estimated 25 million abortions
(45% of the total 55.7 million) that occur every year are unsafe,
with most (97%; 24 million) occurring in low-resource settings
(Ganatra 2017) where countries that highly restrict abortion are
concentrated (Singh 2018). Unsafe abortion results in an estimated
47,000 maternal deaths a year, and an additional 6.9 million
women are estimated to suffer morbidities from complications
due to unsafe abortion (Singh 2016; WHO 2012). The World Health
Organization (WHO) defines unsafe abortion as a procedure for
terminating an unintended pregnancy carried out by either a
person lacking the necessary skills or in an environment that does
not conform to minimal medical standards, or both (WHO 2011).
Since 2000, with the advent and ubiquitous access to medical
abortion drugs, safe abortion has increased, and abortion-related
morbidity and mortality have improved (Singh 2018).

Medical abortion is a non-surgical termination procedure that uses
pharmaceuticals, including a combination of mifepristone and
misoprostol, or misoprostol alone, to terminate pregnancy. Medical
abortion is proven to be highly safe, effective, and acceptable
to women across diverse settings when administered up to 12
weeks gestation since the last menstrual period (Fjersted 2009;
Kulier 2011; Rodriguez 2012; Trussell 1999; Winikoff 1997). The
WHO Medical Management of Abortion guideline recommends the
following combination regimen of mifepristone-misoprostol for
induced abortion at less than 12 weeks gestational: a single
dose of 200 mg oral mifepristone, followed by 800 ug of buccal,
sublingual, or vaginal misoprostol 24 to 48 hours later (WHO
2018). For pregnancies at 12 weeks or longer, 400 pg buccal,
vaginal, or sublingual misoprostol every three hours 24 to 48 hours
after taking 200 mg mifepristone is recommended (WHO 2018). In
settings where mifepristone is unavailable, the WHO recommends a
misoprostol-only regimen of 800 pg of buccal, vaginal, or sublingual
misoprostol (WHO 2018), although this method is known to be
less effective than the mifepristone-misoprostol protocol (Blum
2012; Jain 2002; Raymond 2019; Sedgh 2016; Singh 2018). In both
regimens, repeat doses of misoprostol can be given when necessary
to successfully terminate the pregnancy.

However, women’s access to medical abortion remains constrained
in part by government regulations and medical provision
guidelines as to where and how the procedure can be administered,
and by whom (Shannon 2008). The trend is well-established that
women, especially those in low-resource and legally-restricted
settings, are increasingly obtaining abortifacients through informal
and unreliable channels, including pharmacies, drug sellers,
and online services without prescription, which may place
them at greater risk of receiving poor-quality drugs, inadequate
information, and no referrals for management of complications
(Bernabé-Ortiz 2009; Footman 2017; Footman 2018a; Ganle 2019;
Hendrickson 2016; Huda 2014; Jejeebhoy 2012; Jelinska 2018;
Kapp 2017; Lara 2011; Murtagh 2018; Powell-Jackson 2015; Reiss
2016; Rocca 2018; Rodriguez 2012; Sneeringer 2012; Tamang 2015;
Tamang 2018).

Medical abortions may occur in the clinic or at home, and may
be managed by healthcare providers or women themselves, or a

combination of the two. The WHO recommends that the following
types of healthcare providers can manage early medical abortion
procedures in low- or high-resource settings after undergoing
task-specific training on monitoring, supervision, and referral:
specialist doctors (e.g. obstetricians), non-specialist doctors (e.g.
general practitioners); advanced associate and associate clinicians;
midwives; nurses; auxiliary nurse midwives and auxiliary nurses;
and doctors of complementary systems of medicine. Pharmacists
and lay health workers can manage specific tasks, such as assessing
eligibility for medical abortion, administering the medications
and managing the process of common side-effects independently,
and assessing the completion of the procedure and the need for
further clinic-based follow-up (WHO 2015). There is a growing
body of research demonstrating that women can manage their
own abortions with little or no healthcare provider supervision,
so long as they receive accurate and adequate information,
high-quality drugs, and have access to facility-based care in
case of complications (Footman 2018a; Shannon 2008; WHO
2012; WHO 2014). Additionally, women overwhelmingly prefer to
administer abortion drugs at home (Raymond 2019; Shrestha 2018;
WHO 2014), with self-administered medical abortion becoming
increasingly common for greater control and privacy around the
procedure (Hyman 2013; Kero 2009; Platais 2016; Song 2018; Tan
2018).

While home-based medical abortion has been shown to be
effective, safe, and acceptable to women compared to clinic-
based procedures (Ngo 2011), it remains unclear whether self-
administered medical abortion is as effective, safe, and acceptable
compared to procedures administered under healthcare provider
supervision (i.e. provider-administered medical abortion). To fill
this evidence gap, we reviewed the evidence on the comparative
effectiveness, safety, and acceptability of self-administered versus
provider-administered medical abortion, in any setting.

Description of the intervention

The medical abortion intervention involves one or two
abortifacients, depending on the regimen: combined mifepristone-
misoprostol or misoprostol-only. Mifepristone, also known as
RU486, is a pill taken orally that blocks the effects of progesterone, a
hormone needed for pregnancy, and causes the uterus to contract.
Misoprostol, a synthetic prostaglandin E1 analogue, can be taken
orally, sublingually, buccally, or vaginally, and induces an abortion
by causing contractions and bleeding to empty the uterus of
conception products.

This review focuses on the administration of abortifacients
using the regimen of mifepristone-misoprostol or misoprostol-
only, comparing self-administration to provider-administration
of medical abortion. In a provider-administered procedure,
drugs are administered in the presence of healthcare provider
supervision, including physicians, midwives, nurses, and any
other healthcare providers trained in managing medical abortion.
In self-administered medical abortion, drugs are administered
by the woman herself (e.g. pill(s) inserted into her mouth
or vagina) without the supervision of a healthcare provider,
during at least one stage of the drug regimen. The medical
abortion regimen may take place in one of three scenarios: 1)
the woman takes both mifepristone and misoprostol without
healthcare provider supervision; 2) the woman takes misoprostol-
only without healthcare provider supervision; or 3) the woman
takes mifepristone in the presence of a healthcare provider,
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and subsequently takes misoprostol without healthcare provider
supervision (e.g. at home). For both provider- and self-
administration, mifepristone is administered orally, whereas
misoprostol can be administered orally, sublingually, buccally,
or vaginally. Repeat doses of misoprostol may be administered
buccally, vaginally, or sublingually (WHO 2018).

How the intervention might work
Self-administration

The overall process of self-management of abortion includes an
eligibility assessment, the self-administration of drugs, and a self-
assessment of complete abortion; however, this review focuses
only on the self-administration of drugs as defined above. Self-
administration may occur in a health facility or at home. Usually,
self-administration of medical abortion occurs at home because
it is unlikely that a healthcare provider will give medical abortion
supervision in a woman's home. However, it is possible that self-
administration of medical abortion could occur at a health facility
if the woman takes the drugs on her own without supervision by a
provider in the health facility.

Self-administration seeks to expand access to medical abortion
by allowing women to take the medical abortion drug(s) in
the privacy of their own homes and with support from their
friends, partners, or family, if desired, and is therefore often
reported as more acceptable than having medical abortion in
a health facility. Furthermore, self-administration is empowering
for women as the process allows them to have a role in
managing their own health, specifically having a choice in and
control over their pregnancy termination procedures. It also
reduces the burden on the healthcare system, particularly in
low-resource settings, where there are insufficient providers to
administer safe abortions, as well as reducing the burden on
women, who may have significant socio-economic constraints to
accessing facility-based abortions, including transportation and
medical costs. It may be beneficial to prioritize facility-based
abortion care for circumstances of pregnancy requiring special
attention and equipment, including advanced pregnancies, high-
risk pregnancies, and the management of abortion complications
(WHO 2014). Regardless of the location of medical abortion, all
women must have access to accurate information and healthcare
services, if needed.

Abortifacients: mifepristone and misoprostol

In settings where mifepristone is unavailable a misoprostol-only
regimen is recommended, although it is less effective than a
combined regimen. Since misoprostol is inexpensive and stable at
room temperature, it may be particularly suitable for use in low-
resource settings, where healthcare infrastructure is inadequate to
support storage facilities and transportation of supplies between
sites (Kim 2017).

Why it is important to do this review

Despite being preventable, most unsafe abortions account for
8% to 18% of all maternal mortality (Ganatra 2017; WHO 2011).
In these settings, unsafe abortion can be attributed in part to
inadequate healthcare infrastructure, the lack of trained providers,
and poor knowledge about lawful access to safe termination
services, as well as legal restrictions and stigma associated with
abortion (WHO 2011). Given that the mifepristone-misoprostol

regimen is known to be highly effective and has been shown to
be easily self-administered with little or no healthcare provider
supervision (Harper 2007; Shannon 2008), self-administration of
medical abortion may be a key strategy to significantly improve
abortion-related morbidity and mortality in low-resource settings.
It may also reduce the burden on the healthcare system where there
are insufficient trained providers to administer safe abortions, and
it can increase access to safe procedures for marginalized women
who are at risk of unsafe abortions (Kapp 2017; Wainwright 2015).

Furthermore, there is inconclusive evidence about whether clinical
supervision is necessary and whether self-administration of
medical abortion is as safe and effective. The efficacy and
acceptability of home use of misoprostol is well documented,
but research on self-use of mifepristone, as part of a combined
mifepristone-misoprostol regimen, is still nascent (Banerjee 2018).
It is important to understand whether women can safely and
effectively terminate their own pregnancies using medical abortion
without healthcare provider supervision, and whether a strategy of
informed choice over restricted provision meets their needs. This
review will contribute to filling this evidence gap by evaluating
whether self-administered medical abortion is as effective, safe,
and acceptable as provider-administered medical abortion.

OBJECTIVES

To compare the effectiveness, safety, and acceptability of self-
administered versus provider-administered medical abortion in
any setting.

METHODS

Criteria for considering studies for this review
Types of studies

We searched for published studies on self-administered compared
to provider-administered medical abortion that used different
drug regimens (i.e. mifepristone-misoprostol or misoprostol-only),
routes of administration (i.e. oral, sublingual, buccal, vaginal),
and at varied dosages of misoprostol. Randomized controlled
trials (RCTs) and non-randomized studies (NRSs) (clustered or
non-clustered) and prospective cohort studies with a concurrent
comparison group, that compared the safety, or effectiveness, or
both, of medical abortion administered by women themselves
(self-administration) to those administered by healthcare providers
(e.g. specialist doctor, non-specialist doctor; advanced associate
clinician; associate clinician; midwife; nurse; auxiliary nurse
midwife and auxiliary nurse; doctor of complementary systems of
medicine; or pharmacist) were eligible for inclusion. We included
NRSs and prospective observational studies with concurrent
controls because:

« we did not expect to find many RCTs, given that most studies
incorporate the women's right to choose how they prefer the
procedure to be administered;

« many studies may have been implemented in legally-restricted
settings where RCTs may not be possible; and

+ observational studies are recognized as an
mechanism to detect serious and uncommon harms.

important

We also did not expect to find many studies that blinded the
healthcare provider or the outcome assessor of the medical
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abortion protocol, although it is feasible that the outcome assessor
(the person who performed the clinical exam to assess abortion
completion at follow-up) could be blinded to the group assignment.
Studies were eligible to be included in this review if they met the
following inclusion criteria:

« have acomparison between self-administered medical abortion
versus provider-administered medical abortion;

« have a prospective assessment of outcomes; and

« include women of reproductive age (15 to 49 years) who were
seeking an induced abortion.

Types of participants

Studies recruiting women of reproductive age, in high-, middle-,
or low-resource settings, who sought to terminate pregnancies
and provided informed consent, were eligible for the review. We
excluded from the review studies recruiting women with missed
or incomplete abortion, or intrauterine fetal death. Studies were
eligible irrespective of the gestational age of the fetus, and we
planned to explore the possible impact of this variable on the
results by subgroup analysis.

Types of interventions

Studies comparing induced medical abortion procedures, using
mifepristone-misoprostol or misoprostol-only, administered by
women themselves versus those administered by healthcare
providers (e.g. doctors, specialist doctors, non-specialist doctors,
associate clinicians, midwives, nurses, auxiliary nurses, and
auxiliary nurse midwives) were eligible for this review. The only
administration route (for provider- and self-administration) for
mifepristone was oral. Possible provider- and self-administration
routes for misoprostol included oral, sublingual, buccal, and
vaginal. Repeat doses of misoprostol could occur. We considered
the following medical abortion scenarios:

« the woman takes both mifepristone and misoprostol without
healthcare provider supervision;

« the woman takes misoprostol-only without healthcare provider
supervision; and

« the woman takes mifepristone in the presence of a
healthcare provider, and subsequently takes misoprostol
without healthcare provider supervision (e.g. at home).

Types of outcome measures
Primary outcomes

The primary outcome was successful abortion (effectiveness),
defined as complete uterine evacuation without the need for
surgical intervention.

Secondary outcomes

The secondary outcomes were:

« ongoing pregnancy (measurement of success or effectiveness);

« complications requiring surgical intervention (a measurement
of safety), which included hemorrhage, infection, any
complication requiring hospitalization, incomplete medical
abortion, hematoma; and complications resulting from
advanced pregnancies, including but not limited to uterine
rupture, hysterectomy, and mortality;

« side effects, which included nausea, heavy bleeding, diarrhea,
fever/chills, pain/cramps, and vomiting;

« acceptability, as defined by the woman's level of satisfaction
with the medical abortion method, the woman’s likelihood
of selecting the medical abortion procedure again, and the
woman’s likelihood of recommending the procedure to a friend.

Although serious complications (e.g. death) are rare (Ngo 2011), the
above list of complications includes those typically reported in the
literature and were therefore important to document.

Reporting of the secondary outcomes were not an inclusion
criterion for the review and we included studies regardless of the
assessment of these outcomes.

Search methods for identification of studies

We searched for all published and unpublished RCTs and
prospective cohort studies of self-administered medical abortion
with a concurrent comparison group versus provider-administered
medical abortion, without language restriction and in consultation
with a Fertility Regulation Review Group Information Specialist.

Electronic searches

We searched the following electronic databases for relevant trials
and studies:

« Cochrane Central Register of Controlled Trials (Ovid EBM
Reviews) (1991 to July 2019) (Date searched 3 May 2018; update
search 10 July 2019)

+ MEDLINE (Ovid) Epub Ahead of Print, In-Process and Other Non-
Indexed Citations, Ovid MEDLINE(R) Daily and Ovid MEDLINE(R)
(1946 to 9 July 2019) (Date searched 3 May 2018; update search
10 July 2019)

« Embase (Ovid) (1980 to 10 July 2019) (Date searched 3 May 2018;
update search 10 July 2019)

o CINAHL Plus with Full text (EBSCOHost) (1937 to 10 July 2019)
(Date searched 3 May 2018; update search 10 July 2019)

« LILACS (lilacs.bvsalud.org/en/) (1982 to 10 July 2019) (Date
searched 3 May 2018; update search 10 July 2019)

o POPLINE (www.popline.org/) (1973 to 10 July 2019) (Date
searched 3 May 2018; update search 10 July 2019)

We also searched the following trial registers for ongoing and
registered trials:

« ClinicalTrials.gov (Date searched 10 July 2019) (Date searched 3
May 2018; update search 10 July 2019)

« World Health Organization International Clinical Trials
Registry Platform (WHO ICTRP) (apps.who.int/trialsearch/)
(Date searched 3 May 2018; update search 10 July 2019)

« Google Scholar (Date searched 3 May 2018; update search 10
July 2019)

We also searched Google Scholar for recent trials not yet indexed in
the major databases.

Search strategies for the 2019 update search are available in
Appendix 1.
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Searching other resources

We handsearched reference lists of relevant trials and systematic
reviews retrieved by the search to identify eligible RCTs and
prospective cohort studies of self-administered medical abortion
with a concurrent comparison group versus provider-administered
medical abortion, and contacted experts in the field to obtain
additional data. We also searched the following websites for
relevant papers: Marie Stopes International, Ipas, Gynuity Health
Projects, Population Council, and the International Consortium for
Medical Abortion.

Data collection and analysis
Selection of studies

Two review authors (KG and KN), working independently, used
Covidence software to screen titles and abstracts retrieved by the
search. Next, they retrieved the full texts of all potentially eligible
studies, and independently examined these full-text articles
against inclusion and exclusion criteria to select eligible studies.
They resolved disagreements and concerns about eligibility by
discussion and if necessary by consulting a third review author (CK).
Two studies (Dagousset 2004; Provansal 2009) were translated from
French to English by a researcher who spoke fluent French and
English. We documented the selection process using the PRISMA
diagram (Figure 1; Higgins 2011; Moher 2009). We listed all studies
excluded after full-text assessment and their reasons for exclusion
in the Characteristics of excluded studies table.
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Figure 1. PRISMA flow diagram
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Data extraction and management « Population. Mean gestational age; mean participant age;

Two review authors (KG and KN) independently screened and
extracted data from eligible studies using a data extraction
form designed and piloted by the review authors, resolving any
disagreements by discussion and referral to the full-text articles.
We extracted data using a tool tailored to the inclusion criteria
described above, including study design and key features of studies
as follows:

percentage married; primigravida, measured by percentage;
percentage of women who experienced their first abortion in this
study; and mean years of education. We also extracted data on
the number and percentage of women who were lost to follow-
up and the number and percentage of women who self-selected
into each group for NRSs.
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« Intervention. We recorded the description of the intervention,
including the drugs used, dosage, number of doses, and routes
of administration, as well as each study's inclusion and exclusion
criteria. Drug regimens include either mifepristone-misoprostol
or misoprostol-only. We extracted data on each dose of each
drug measured in pgor mg, as well as the route of administration
for each dose (i.e. oral, sublingual, buccal, or vaginal). We
included data on provider administration in a health facility
followed by self-administration at home (which overall we
define as self-administration in this review), self-administration
in the health facility, and self-administration at home.

« Comparison groups. Comparison groups included provider
administration in a health facility. We did not identify any studies
with provider administration at home. We recorded the number
of women recruited to each comparison group, including the
location of the medical abortion, and the number of complete
abortions.

« Outcomes. The proportion of women with successful abortion
(uterine evacuation without the need for surgical intervention)
was the primary outcome, and therefore the most important
outcome for this review. We extracted data on the complications
and side effects reported in the studies, described how each
was defined and documented, and summarized the findings.
We include a detailed list of complications and side effects in
the 'Secondary outcomes' section. We also extracted data on
acceptability, including the number and proportion of women
who were satisfied or highly satisfied with the method, the
number and proportion of women who would choose the
method again, and the number and proportion of women
who would recommend the method to a friend (the latter two
outcomes were not indicated in our protocol). We also extracted
additional data on the following subsidiary outcomes which
were not indicated in our protocol: contact with health services;
compliance with the medical abortion protocol; and best and
worst features of medical abortion method.

We corresponded with study investigators for further data on
methods, results, or both, as required. The data extraction tool can
be found in Appendix 2.

Assessment of risk of bias in included studies

Two review authors (KG and KN) independently assessed the
quality of the RCTs using the Cochrane 'Risk of bias' tool across
the following domains: selection (random sequence generation
and allocation concealment); performance (blinding of participants
and personnel); detection (blinding of outcome assessors); attrition
(incomplete outcome data including attrition and exclusions from
the analysis); reporting (selective outcome reporting); and other
potential sources of bias (Higgins 2019). We assigned classifications
of bias as detailed in the Cochrane Handbook for Systematic
Reviews of Interventions, Section 8.5 in the 'Risk of bias' table
(Higgins 2017). In brief, we assigned a classification of bias
(high, low, or unclear) for individual elements of these domains.
The assessments considered the risk of material bias (bias of
sufficient magnitude to have a notable impact on the results or
conclusions of the trial, recognizing that subjectivity is involved in
any such classification) rather than any bias. We classified summary
assessments for each domain within and across studies as follows:

+ Low risk of bias: low risk of bias for all key domains (within
a study); most information is from studies at low risk of bias
(across studies)

« Unclear risk of bias: insufficient detail reported to permit a
judgement of ‘low risk’ or ‘high risk’ (domain-specific); two or
more domains judged to be at unclear risk of bias (overall study)

« High risk of bias: high risk of bias for one or more key domains
(within a study); the proportion of information from studies at
high risk of bias is sufficient to affect the interpretation of results
(across studies)

The same review authors used the ROBINS-I tool to independently
assess risks of bias for NRSs included in the review across the
following domains (Sterne 2016): confounding; co-interventions;
selection bias; deviations from intended interventions; missing
data; measurement of outcomes; and selection of the reported
result. For assessment of confounding, we considered gestational
age, a known important confounder, with higher gestational ages
indicating lower efficacy (Kahn 2000; Ngo 2011). We assigned
classifications of bias for each of these domains as follows (Sterne
2016):

« Low risk of bias: the study is comparable to a well-performed
randomized trial for this domain;

+ Moderate risk of bias: the study is sound for a NRS for this
domain, but cannot be considered comparable to a well-
performed randomized trial;

« Serious risk of bias: the study has some important problems in
this domain;

« Critical risk of bias: the study is too problematic in this domain
to provide any useful evidence on the effects of the intervention;

« Noinformation on which to base a judgement about risk of bias
for this domain.

We did not classify any of the NRSs as having a critical risk of bias,
and therefore, in line with the ROBINS-I tool recommendation, we
included all of the studies in our main effects analysis. The 'Risk
of bias' effect on an intervention may vary for different outcomes.
For all 18 included studies, we therefore completed a ‘Risk of bias’
assessment for the three most important outcomes:

« Successful abortion; primary outcome measuring effectiveness

« Ongoing pregnancy; outcome  measuring
effectiveness

secondary

« Any complication requiring surgical intervention; secondary
outcome measuring safety

Measures of treatment effect

For dichotomous outcomes (e.g. successful abortion, ongoing
pregnancy, any complication requiring surgical intervention,
among others), we used the number of events in the control
(provider-administered) and intervention (self-administered)
groups of each study to calculate Mantel-Haenszel risk ratios (RRs).
We presented 95% confidence intervals (Cls) for all outcomes
in our main effects analysis and for two secondary outcomes
(complications and acceptability). Where data to calculate RRs
or mean differences (MDs) were not available, we used the most
detailed numerical data available to facilitate similar analyses
of included studies (e.g. test statistics, P values). We reported
summary statistics and narrative syntheses for the following
secondary and subsidiary outcomes:
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« Side effects
« Compliance with medical abortion protocol
« Best and worst features of medical abortion method

Unit of analysis issues

The primary unit of analysis was the woman randomized for
RCTs and the woman who underwent medical abortion (classified
as self-administered or provider-administered) for NRSs. We did
not identify any cluster-RCTs to include in the review. If we
had identified studies of a cluster design we would have sought
adjusted data, with adjustments made based on an estimate of the
intracluster correlation coefficient (ICC) where appropriate (Higgins
2019). We summarized data that were not valid for analysis in the
'Other data' table (Table 1), which includes data that were not
estimable in the meta-analysis, incomplete data (e.g. missing data
for one group), and unpublished data.

Dealing with missing data

We analyzed the data on an intention-to-treat (ITT) basis as far
as possible. We made three attempts within three months to
contact the authors of studies for missing data (e.g. disaggregated
outcome data for provider-administered and self-administered
groups), including the authors of studies whose eligibility for
inclusion depended on unpublished information. We included the
outcome data received from the study authors. We deviated from
our protocol because instead of analyzing only the available data,
we included data published in a previous systematic review (Ngo
2011), and for missing data not published in Ngo 2011 we calculated
the missing data using simple mathematical calculations where
appropriate, such as converting percentages to count data (details
are described in Table 1).

Assessment of heterogeneity

We assessed statistical heterogeneity with Chi2 and 12 statistics,
using a cut-off point of P <0.10 to indicate statistical heterogeneity,
and we used the 12 statistic to quantify heterogeneity. We used the
Cochrane Handbook criteria for interpreting 12 values (Deeks 2017,
Section 9.5.2).

Assessment of reporting biases

Considering the difficulty of detecting and correcting for
publication bias and other reporting biases, we aimed to minimize
their potential impact by ensuring a comprehensive search for
eligible studies and by being alert for duplication of data. We
intended to perform funnel plot analysis if there were more
than 10 studies in any of the effects analyses, to explore the
possibility of small-study effects. We only performed two funnel
plots, one for successful abortion (primary outcome), and one for
ongoing pregnancy because any complication requiring surgical
intervention included fewer than 10 studies.

Data synthesis

In a change from our published protocol, the principal measure
of effect was the risk ratio (RR) of having a successful self-
administered medical abortion termination compared to having a
successful provider-administered medical abortion, and the 95%
confidence interval (Cl) of the RR. We calculated the RR of having
a successful abortion using the number of women recruited for
each study and an ITT approach. We sought and retrieved adjusted

ITT data from study authors. If ITT data were not available, we
used a per protocol approach. If the studies reported a mix of data
types (i.e. ITT and per protocol data) for an outcome, we combined
the data types in the analysis. We synthesized effectiveness in a
meta-analysis using a random-effects model to produce a pooled
RR and its 95% CI. We selected this model a priori to incorporate
the effect of trial heterogeneity among prospective studies from
different settings (Ngo 2011).

We conducted a meta-analysis on successful abortion, ongoing
pregnancy, complications, and acceptability. We present a forest
plot showing the RR and its 95% CI for the primary outcome. To
assess risks of bias, we grouped RCTs and NRSs separately when
summarizing the effect size of the outcomes, given that the NRSs
were classified as being at unclear risk of bias compared to RCTs
with moderate risk of bias. We present separate effect size analyses
for RCTs and NRSs in separate tables. We have documented and
summarized data on dosage, number of doses of mifepristone-
misoprostol, and route of administration (e.g. oral, sublingual,
buccal, or vaginal), to compare by mode of administration (self
versus provider) (Table 2).

We performed statistical analysis using Review Manager 5 (Review
Manager 2014).

Subgroup analysis and investigation of heterogeneity

We combined the results to find a common effect across those
studies by conducting a meta-analysis, using the random-effects
model because of varying study type and differences in resource
settings. If we detected substantial heterogeneity, we explored
possible explanations in subgroup analyses using Review Manager
5 (Review Manager 2014) to assess whether the effect of self-
administered medical abortion was influenced by gestational age
or by type of resource setting, or by both.

We prespecified two subgroups as explanatory variables for the
meta-regression for the primary outcome measure.

« Gestational age (e.g. <9 weeks, 9 to 12 weeks, and = 12 weeks).

» Low- to middle-resource settings versus high-resource settings
(as defined by the study authors).

We expected early gestational age (e.g. less than nine weeks)
and high-resource settings to be associated with increased
effectiveness of the intervention (Ngo 2011).

We conducted the meta-regression using standard weighted (by
standard error of estimate) linear regression using Review Manager
5 (Higgins 2019; Review Manager 2014). When interpreting the
results, we assessed statistical heterogeneity, especially when
there was any variation in the direction of the effect.

Sensitivity analysis

We intended to conduct a sensitivity analysis to assess
heterogeneity and the effect of the risks of bias in the included
studies, comparing studies rated at high, low, and unclear risk of
bias according to the Cochrane ‘Risk of bias’ tool for RCTs (Higgins
2017), and critical, serious, moderate, and low according to the
ROBINS-I tool for observational studies (Sterne 2016). We did not
conduct a sensitivity analysis to assess the effect of the risk of bias
of the studies included in the main effects analysis, because all
16 NRSs were classified at serious risk as given in the ROBINS-I
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tool (Table 3). Both RCTs (Li 2017; Shrestha 2014) were classified
as being at unclear risk by the Cochrane 'Risk of bias' tool for RCTs
(Table 4).

We did not conduct a separate analysis of high-quality studies to
explore the effect of biases on study heterogeneity as planned,
because we rated the quality of evidence by outcome in Summary
of findings for the main comparison using the Cochrane 'Risk of
bias' tool for RCTs.

Summary of findings and assessment of the certainty of the
evidence

We used the GRADE approach and Cochrane methods to assess the
certainty of the evidence, and created a ‘Summary of findings’ table
(GRADEpro GDT 2015; Schiinemann 2017).

We had intended that the table would evaluate the overall certainty
of the body of evidence for all the main review outcomes, but,
given limitations in the number outcomes included in the table, we
restricted the tables to the primary outcome: successful abortion
(uterine evacuation without the need for surgical intervention);
and two key secondary outcomes: ongoing pregnancy; and any
complication requiring surgical intervention.

Two review authors (KG and CK) worked independently to classify
the evidence certainty (e.g. high, moderate, low, or very low).
For RCTs, we downgraded a starting rating of ‘high certainty’
evidence by one level for serious concerns (or by two levels
for very serious concerns) about risk of bias, inconsistency,
indirectness, imprecision, and publication bias. For NRSs, we took
the same downgrade approach, but with a baseline rating of
‘low certainty’. We resolved disagreements by discussion and with
guidance from the Cochrane Methods Group. The review authors
justified, documented, and incorporated their judgements into
reporting the results of each outcome. One review author (KG)
extracted study data, formatted comparisons in data tables, and
prepared 'Summary of findings' tables before writing the results
and conclusions of our review (Summary of findings for the main
comparison; Summary of findings 2).

RESULTS

Description of studies
Results of the search

The combined results of all literature searches are illustrated in the
PRISMA flow diagram (Figure 1).

From the 6277 records identified, 2642 were unique references
after removing 3635 duplicates. Two thousand six hundred
and two references were irrelevant for our review (e.g. review
articles, retrospective studies, qualitative studies, did not compare
outcomes by self-administered versus provider-administered
medical abortion) and 40 full-text articles met the inclusion criteria
and were retrieved. Of the 40, 18 studies met our inclusion criteria
and we included them in the review. No prospectively-registered
ongoing studies met the inclusion criteria. We did not find any new
studies that met our eligibility criteria through Google Scholar, or
handsearching websites.

Included studies

Eighteen studies met our inclusion criteria and were included in
the review. The Characteristics of included studies table includes
information on study methods, participants, interventions,
outcomes, funding, and other details, such as whether data
from the study were published. All 18 studies reported on our
primary outcome, successful abortion. In addition, 11 studies (Akin
2004; Alam 2018; Bracken 2006; Bracken 2010; Dagousset 2004;
Hajri 2004; lyengar 2016; Karki 2009; Ngoc 2004; Provansal 2009;
Shuchita 2008) reported on ongoing pregnancy, and three studies
(Alam 2018; Dagousset 2004; Provansal 2009) reported on any
complication requiring surgical intervention. One report (Elul 2001
- Tunisia; Elul 2001 - Vietnam) included two studies, which are
identified by study setting (Tunisia and Vietnam). Studies varied
in the way they reported the secondary and subsidiary outcomes
listed in the Methods section.

Main effects analysis

For the main effects analysis we included all 18 studies: 919 women
from the two RCTs (Li 2017; Shrestha 2014) and 10,124 women
from the 16 NRSs (Akin 2004; Alam 2013; Alam 2018; Bracken 2006;
Bracken 2010; Dagousset 2004; Elul 2001 - Tunisia; Elul 2001 -
Vietnam; Hajri 2004; lyengar 2016; Karki 2009; Ngoc 2004; Okonufua
2014; Provansal 2009; Raghavan 2012; Shuchita 2008).

Study design

Of the 18 studies included in our main effects analysis, two were
RCTs (Li 2017; Shrestha 2014) and 16 were prospective cohort
studies (Akin 2004; Alam 2013; Alam 2018; Bracken 2006; Bracken
2010; Dagousset 2004; Elul 2001 - Tunisia; Elul 2001 - Vietnam;
Hajri 2004; lyengar 2016; Karki 2009; Ngoc 2004; Okonufua 2014;
Provansal 2009; Raghavan 2012; Shuchita 2008).

The data reported by each study varied. Three of the 18 studies
used ITT data (Akin 2004; Dagousset 2004; Shuchita 2008), while the
remaining 15 studies used per protocol data. Nine studies included
pilot groups (Akin 2004; Alam 2013; Alam 2018; Bracken 2006; Elul
2001 - Tunisia; Hajri 2004; Karki 2009; Ngoc 2004; Shuchita 2008).
Additional misoprostol was offered to women in seven studies
(Alam 2013; Alam 2018; Dagousset 2004; lyengar 2016; Provansal
2009; Raghavan 2012; Shrestha 2014). Only one study (Shrestha
2014) reported on successful abortion by additional doses of
misoprostol. Details are provided in the Characteristics of included
studies tables.

Setting

Sixteen studies were conducted in low-to-middle-resource settings
(seven from Southeast Asia: Bangladesh (Alam 2013; Alam 2018),
India (Bracken 2010; lyengar 2016; Shuchita 2008), Nepal (Karki
2009; Shrestha 2014); four from East Asia: China (Li 2017), Vietnam
(Elul 2001 - Vietnam; Ngoc 2004; Raghavan 2012); three from Africa:
Tunisia (Elul 2001 - Tunisia; Hajri 2004) and Nigeria (Okonufua
2014); one from Southeast Europe: Albania (Bracken 2006); one
from Western Europe: Turkey (Akin 2004)); and two studies
(Dagousset 2004; Provansal 2009) were conducted in high-resource
settings (France). Details are provided in the Characteristics of
included studies tables.
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Participants

From the 18 included studies, 11,043 women were included in our
main effects analysis. Most participants included in the studies
were adult women, aged 18 to 49 years. The overall mean age
range was 24.3 years (Okonufua 2014) to 32.2 years (Elul 2001 -
Tunisia). The maximum gestational age was less than nine weeks
for 13 studies, and up to and including nine weeks for the remaining
five studies. We did not find any eligible studies that recruited
women with gestational ages over nine weeks. Two studies (Elul
2001 - Tunisia; Elul 2001 - Vietnam) did not compare participant
characteristics at baseline. Details on participants are provided in
the 'Baseline characteristics of included studies' table (Table 5).

Six studies (Bracken 2010; Dagousset 2004; Hajri 2004;
lyengar 2016; Ngoc 2004; Provansal 2009) reported statistically
significant differences between the self-administered and provider-
administered groups at baseline. One French study (Dagousset
2004) reported that women in the self-administered group
were older and more educated, and that fewer of them were
primigravida compared to women in the provider-administered
group. The other French study (Provansal 2009) reported that
women in the self-administered group were older (P < 0.001), had
higher gravidity and parity (P < 0.001), and lower gestational age
(P < 0.001) compared to women in the provider-administration
group. One Indian study (Bracken 2010) reported that the provider-
administered group was significantly younger than the self-
administered group (P = 0.01). Another Indian study (lyengar 2016)
reported that women in the self-administered group were more
likely to be younger (P = 0.02) and to have lower gestational age
and fewer children when compared to the provider-administered
group. One Tunisian study (Hajri 2004) reported that the self-
administered group was more educated (P =0.02). One Vietnamese
study (Ngoc 2004) reported that women in the self-administered
group were more educated, had lower gestational age and higher
gravidity, and that fewer were primigravida at baseline.

Providers

All studies reported using trained providers for medical abortion
service provision, including physicians, paramedics, nurses,
gynecologists, Bachelor of Medicine students, Bachelor of Surgery
(MBBS) students trained in medical abortion, and other unspecified
trained health facility workers. Five studies (Akin 2004; Elul 2001
- Tunisia; Hajri 2004; Karki 2009; Shuchita 2008) reported that
providers were newly-trained, with no prior experience in medical
abortion procedures. Nine studies (Alam 2013; Alam 2018; Bracken
2006; Bracken 2010; lyengar 2016; Ngoc 2004; Okonufua 2014;
Provansal 2009; Raghavan 2012) reported that providers were
trained in medical abortion, but did not provide details on the type
and extent of training.

Funding

One study (Alam 2013) received analgesics from a pharmaceutical
company. Six studies did not report on funding; nine studies
received all or partial funding from an anonymous donor. Six
studies received funding from government agencies, private
foundations, or non-profit bodies. Details are provided in the
Characteristics of included studies tables.

Intervention

The intervention in all the included studies involved
the administration of the combined mifepristone-misoprostol
regimen. All studies in this analysis involved provider-administered
oral mifepristone in the clinic or hospital, followed by the option
of provider-administered misoprostol in the clinic or hospital
(provider-administration group; n = 2384) or self-administered
misoprostol at home (self-administration group; n = 5966), 24 to
48 hours later. At least one stage of the regimen was therefore
supervised by a provider in all included studies. No women self-
administered both mifepristone and misoprostol at home, or
administered a misoprostol-only regimen.

Doses of mifepristone and misoprostol were generally similar
across studies, although routes of administration differed. In
almost all the studies, women took 200 mg of oral mifepristone
followed by 400 pg of misoprostol. Exceptions included 600 mg
of mifepristone (Dagousset 2004; Provansal 2009); and 800 pg
of misoprostol (Alam 2013; Alam 2018; lyengar 2016; Provansal
2009). Misoprostol was administered orally in most studies (Akin
2004; Bracken 2006; Bracken 2010; Dagousset 2004; Elul 2001 -
Tunisia; Elul 2001 - Vietnam; Hajri 2004; Karki 2009; Li 2017; Ngoc
2004; Okonufua 2014; Provansal 2009; Raghavan 2012); buccally
in two studies (Alam 2013; Alam 2018); vaginally in one study
(Shrestha 2014); and sublingually in one study (Shuchita 2008).
One study (lyengar 2016) did not specify the route for women
who self-administered misoprostol, while the routes (i.e. oral,
sublingual, or vaginal) varied depending on the clinic for the
provider-administered group.

The time between mifepristone and misoprostol was 48 hours for
most studies; 24 hours for four studies (Alam 2013; Alam 2018;
Li 2017; Shrestha 2014); 36 to 48 hours for one study (Provansal
2009); and three days for the provider-administered group for two
studies (Elul 2001 - Tunisia; Elul 2001 - Vietnam). The time between
mifepristone and misoprostol administration was not reported in
one study (Dagousset 2004).

Additional misoprostol was offered to women in three studies
(400 ug Dagousset 2004; lyengar 2016; 800 pg Alam 2013). In one
study (Dagousset 2004), only women in the provider-administered
group were offered an additional 400 pg. Only one study (Shrestha
2014) reported success rates by additional doses of misoprostol.
Participants were offered pain medications (i.e. paracetamol,
ibuprofen, or paracetamol with codeine) in 15 studies. In one study
(Shrestha 2014), women were also offered nimesulide. Intervention
details are described in the Characteristics of included studies
tables and Table 2.

Comparators

All studies included concurrent comparison groups. Participants in
the comparison groups underwent provider-administered medical
abortion in the clinic or hospital.

Length of follow-up

All studies specified length of follow-up. This was 14 days after
mifepristone administration for most of the studies (Akin 2004;
Bracken 2006; Bracken 2010; Elul 2001 - Tunisia; Elul 2001
- Vietnam; Hajri 2004; Ngoc 2004; Okonufua 2014; Raghavan
2012; Shrestha 2014; Shuchita 2008). The length of follow-up
varied between 10 to 20 days after mifepristone or misoprostol
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administration for the remaining studies: 10 to 20 days after
misoprostol administration (Provansal 2009); 10 to 14 days after
mifepristone administration (Alam 2013; Alam 2018); 10 to 15 days
after mifepristone administration (Dagousset 2004; lyengar 2016),
12 days after mifepristone administration (Karki 2009); and for Li
2017, the final follow-up occurred after the completion of post-
treatment menstruation.

Excluded studies

We excluded 22 studies at the full-text screening stage because they
did not compare outcomes by self-administered versus provider-

administered medical abortion, the study participants did not
meet our eligibility criteria, or they were ongoing studies. See
Characteristics of excluded studies tables.

Risk of bias in included studies

Individual risks of bias for the two RCTs (Li 2017; Shrestha 2014)
can be found in the Characteristics of included studies section and
Figure 2. Individual risks of bias for the 16 NRSs can be found
combined in Table 4 and by each study:

Figure 2. Forest plot and risk of bias: success of medical abortion - RCTs

Self-administered  Provider-administered Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Lizm7 357 365 365 370 96.8% 0.99(0.97,1.01] 2700877
Shrestha 2014 g2 92 a0 92 32% 1.02[0.92,1.14] @7200822
Total (95% CI) 457 462 100.0% 0.99 [0.97, 1.01]
Total events 4349 445

Heterogeneity, Tau*=0.00; Chif= 063, df=1(P=043), F=0%
Testfor overall effect: Z= 077 (P = 0.44)

Risk of hias legend

(A) Random sequence generation (selection hias)

(B) Allocation concealment (selection hias)

(C) Blinding of participants and persannel (performance bias)
(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition bias)

F) Selective reporting (reparting hias)

(G) Other bias
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Study ID Table
Akin 2004 Table 6
Alam 2013 Table7
Alam 2018 Table 8
Bracken 2006 Table9
Bracken 2010 Table 10
Dagousset 2004 Table 11
Elul 2001 - Tunisia Table 12
Elul 2001 - Vietnam Table 13
Hajri 2004 Table 14
lyengar 2016 Table 15
Karki 2009 Table 16
Ngoc 2004 Table 17
Okonufua 2014 Table 18
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Provansal 2009 Table 19
Raghavan 2012 Table 20
Shuchita 2008 Table 21

Main effects analysis
Risk of bias for randomized controlled trials

We identified two RCTs (Li 2017; Shrestha 2014), which we assessed
for risks of bias using the Cochrane ‘Risk of bias’ tool for RCTs
(Higgins 2017) and by key outcomes reported in Summary of
findings for the main comparison: 1) successful abortion; and
2) ongoing pregnancy. One study (Shrestha 2014) reported zero
ongoing pregnancies for both the self-administered (0/92) and
provider-administered groups (0/92), and we therefore did not
include the data in our meta-analysis because it could not be
calculated in Review Manager 2014. We did not assess risks of
bias by the third key outcome (any complication requiring surgical
intervention) because neither study reported on that outcome.

For successful abortion, we classified both RCTs as having serious
risk of bias because Li 2017 and Shrestha 2014 were at unclear
risk. Li 2017 was at unclear risk of bias for this outcome
because we classified three of the 'Risk of bias' domains as
unclear (random sequence generation, allocation concealment,
and selective outcome reporting), one domain (blinding of
outcome assessor) at high risk, and two at low risk (blinding
of personnel and participants, and incomplete outcome data).
We rated Shrestha 2014 as being at unclear risk of bias for
this outcome because three domains were at low risk (random
sequence generation, blinding of personnel and participants, and
incomplete outcome data), two were at unclear risk (allocation
concealment and selective outcome reporting), and one was at
high risk (blinding of outcome assessor).

For ongoing pregnancy, we classified Li 2017 and Shrestha 2014
as having serious risks of bias because they were at unclear
risk. Li 2017 was at unclear risk of bias for this outcome
because we classified three of the 'Risk of bias' domains as
unclear (random sequence generation, allocation concealment,
and selective outcome reporting), one domain (blinding of
outcome assessor) at high risk, and two at low risk (blinding
of personnel and participants, and incomplete outcome data).
We rated Shrestha 2014 as being at unclear risk of bias for
this outcome because three domains were at low risk (random
sequence generation, blinding of personnel and participants, and
incomplete outcome data), two were at unclear risk (allocation
concealment and selective outcome reporting), and one was at
high risk (blinding of outcome assessor).

We present comprehensive 'Risk of bias' assessments for the RCTs
included in the main effects analysisin the 'Risk of bias assessments
(RCTs): All outcomes' table; Table 3.

Allocation
Random sequence generation (selection bias)

We categorized Li 2017 at unclear risk of bias and Shrestha 2014 at
low risk of bias. Li 2017 was at unclear risk of bias because the study

authors did not describe the method used to generate allocation
sequence; the authors only state that participants were allocated
randomly to the two groups. Shrestha 2014 was at low risk of
bias because the computer-generated randomization sequencing
described in the study should produce comparable groups.

Allocation (selection bias)

Both RCTs were at unclear risk of bias, because Li 2017 and Shrestha
2014 described enrolled participants being allocated randomly to
two groups, but did not provide further details on the method
used to conceal the allocation sequence. There was therefore
insufficient detail to determine whether interventions could have
been foreseen in advance of or during enrolment.

Blinding
Blinding (performance bias and detection bias)

We rated both studies at low risk of performance bias and at high
risk of detection bias.

Performance bias

Study authors did not explain the methods used to address
blinding for participants or personnel from knowledge of which
intervention a participant received. However, due to the medical
abortion protocols it was impossible to blind participants and
personnel in these studies, and we therefore judged these studies
to be at low risk of performance bias. Participants were aware
of which intervention they received, because if they were in the
intervention group they were told to go home and administered
misoprostol on their own; if they were in the comparison group
(provider-administered) they were told to return to the clinic or
hospital to receive misoprostol. It was unlikely that personnel
were blinded to treatment allocation, because the protocols for
the intervention and comparison groups differed, and healthcare
providers therefore instructed women to follow separate medical
abortion protocols unique to their group allocation.

Detection bias

Study authors did not explain the methods used to address blinding
of the outcome assessors from knowledge of which intervention
a participant had received. In Li 2017, the study authors did
not describe whether the outcome assessment was blinded. In
Shrestha 2014, study authors did not describe who the outcome
assessors were, but we believed that the outcome assessors were
aware of which intervention a participant received.

Incomplete outcome data

We rated both studies at low risk of bias for both outcomes due to
complete descriptions of attrition and exclusion numbers in each
intervention group; however, the study authors did not describe the
reasons for attrition.
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Selective reporting

We judged both studies to be at unclear risk of reporting bias,
because the study authors did not examine the possibility of
outcome reporting and what was found. There is therefore
insufficientinformation to assess whether thereis animportant risk
of reporting bias. Authors mention both statistically significant as
well as statistically non-significant differences.

Other potential sources of bias
Risk of bias for NRSs

We identified 16 NRSs, which we assessed using the ROBINS-
| tool for each key outcome reported in Summary of findings
2: 1) successful abortion; 2) ongoing pregnancy; and 3) any
complications requiring surgical intervention (Sterne 2016). All
studies reported on the success of medical abortion. Eleven studies
(Akin 2004; Alam 2018; Bracken 2006; Bracken 2010; Dagousset
2004; Hajri 2004; lyengar 2016; Karki 2009; Ngoc 2004; Provansal
2009; Shuchita 2008) reported on ongoing pregnancy; however, we
did not include the data for one study (Alam 2013) in the primary
analysis because we could not calculate them, given missing data
for the total number of women who reported on the outcome in
each group. Five studies (Alam 2013; Alam 2018; Dagousset 2004;
Provansal 2009; Raghavan 2012) reported on any complication
requiring surgical intervention; however, two of these (Alam 2013;
Raghavan 2012) could not be included in the meta-analysis, due
to a lack of data on the number of women who reported on the
outcome in each group. We rated all studies as having a serious risk
of bias for each outcome assessed because we judged at least two
domains for each outcome to be at serious risk of bias. We present
comprehensive 'Risk of bias' assessments for NRSs included in the
main effects analysis in the 'Risk of bias assessments (NRS): All
outcomes' table; Table 4.

Confounding

We rated one study (Ngoc 2004) at moderate risk for confounding
because the study authors described a regression using univariable
analysis that did not find an association linking success to
gestational age. We judged the remaining 15 NRSs as being at
serious risk of bias because the authors did not describe what
type of analysis was used to control for gestational age, a known
confounder (Kahn 2000), and the study authors did not report
whether they controlled for any confounders.

Allocation (selection bias: bias in selection of participants into the
study)

We categorized 16 studies as being at moderate risk of selection
bias, because the participants were not randomized.

Bias in classification of interventions

We judged all studies to be at low risk of bias, as the drug doses and
the person administering mifepristone and misoprostol were well-
defined. It was impossible to blind the participants and personnel
to treatment allocation, due to the medical abortion protocol.

Bias due to deviations from intended studies

We categorized all studies except Alam 2018 to be at low risk of
bias for this domain, because the studies did not report deviations
from intended interventions other than what would be expected
in normal practice. We rated Alam 2018 at moderate risk of bias,
because three women sought additional care at another facility and
we do not know if these women were from the self- or provider-
administered group. Although this is a deviation from the protocol,
the impact on the intervention is likely to be minimal, given that
only 2.1% of women sought this additional care.

Bias due to missing data (attrition bias)

Bias due to missing data varied by study. The predicted direction of
bias due to missing per protocol data is towards self-administered
medical abortion, while the predicted direction of bias due to
missing ITT data is towards the null.

We judged three studies to be at low risk of bias because the
ITT data were reasonably complete (Akin 2004; Dagousset 2004;
Shuchita 2008). We rated 12 studies (Alam 2013; Alam 2018; Bracken
2006; Bracken 2010; Elul 2001 - Tunisia; Elul 2001 - Vietnam;
Hajri 2004; lyengar 2016; Karki 2009; Ngoc 2004; Okonufua 2014;
Raghavan 2012) at moderate risk of bias, because they reported
reasonably complete per protocol data. We judged Provansal 2009
to be at serious risk of bias, because per protocol outcome data
were not available for more than 20% of the participants.

Blinding in measurement of outcomes

We rated all 16 (Akin 2004; Alam 2013; Alam 2018; Bracken 2006;
Bracken 2010; Dagousset 2004; Elul 2001 - Tunisia; Elul 2001 -
Vietnam; Hajri 2004; lyengar 2016; Karki 2009; Ngoc 2004; Okonufua
2014; Provansal 2009; Raghavan 2012; Shuchita 2008) studies at
serious risk of bias due to lack of blinding by the outcome assessors,
because the outcomes were assessed by healthcare providers who
were aware of the intervention.

Bias in the selection of reported result (reporting bias)

We rated all studies at moderate risk of reporting bias, because
study authors did not demonstrate, by means of a pre-registered
protocol or a statistical analysis plan, that all reported results
corresponded to all intended outcomes, analyses, and sub-
cohorts. Further, the asymmetrical funnel plot for (Analysis 2.1)
displays small-study effects which may be due to publication bias
(Figure 3).
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Figure 3. Funnel plot: success of medical abortion -NRS
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Our main effects analysis included two RCTs and 16 NRSs.

Successful abortion

We included two RCTs and 16 NRSs that compared the effect
of self-administered and provider-administered medical abortion
on successful abortion among women seeking to terminate a
pregnancy.

RCTs

Two RCTs of 919 women (Li 2017; Shrestha 2014) found that
there is no difference between provider-administered and self-
administered medical abortion in the likelihood of having a
successful abortion (risk ratio (RR) 0.99, 95% confidence interval
(CI) 0.97 to 1.01; moderate certainty of evidence; Analysis 1.1;

97%, while the chance of having a successful abortion with
provider-administration is 96%. Of the women who underwent self-
administered medical abortion (n = 457), 96.06% (439/457) had a
successful abortion compared to 96.32% (446/462) of women in
the provider-administered group (n = 462). In Li 2017, the overall
successful abortion rate across both groups was 98.23% (722/735)
compared to 88.04% (162/184) in Shrestha 2014,

NRSs

Across 16 prospective cohort studies of 10,124 women, it is
uncertain whether there is any difference in successful abortion
between provider-administered compared to self-administered
medical abortion, because the certainty of this evidence is very
low (RR 0.99, 95% CI 0.97 to 1.01; Analysis 2.1; Figure 4). The
evidence suggests that if the chance of having a successful abortion
with provider-administration is 94% (1939/2062), the chance of
having a successful abortion with self-administration is between
91% and 95%. Successful abortions ranged from 86.71% (124/143)
(Provansal 2009) to 97.18% (345/355) (Bracken 2006) in the self-
administered group, and from 78.57% (11/14) (Elul 2001 - Vietnam)
to 100% (32/32) (Okonufua 2014) in the provider-administered

group.
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Figure 4. Forest plot: success of medical abortion - NRS
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Explaining heterogeneity in the intended effect of interventions on
successful abortion in NRSs

We performed meta-analysis on 16 NRSs with dichotomous
prescribing outcomes (Analysis 2.1). For our meta-analysis on
successful abortion, we did not detect serious heterogeneity.

Based on an 12 of 52%, there was likely moderate heterogeneity
(Higgins 2017). The confidence intervals overlapped, suggesting
that the variation between studies was probably what we would
expect by chance, indicating low heterogeneity. Chi2 = 31.45,
and was therefore larger than the degrees of freedom (15),
which also indicates heterogeneity. There was also a statistically
significant measure of heterogeneity (P = 0.008). Variation in the
size of the treatment effect was small, indicating low to moderate
heterogeneity. Overall, these measures would indicate moderate
heterogeneity (Higgins 2011).

In summary, the certainty level of the evidence ranged from very
low (NRSs) to moderate (RCTs) for the rate of successful abortion
among women in the self-administered group compared to those
in the provider-administered group (Summary of findings 2). We
are certain of the evidence from the RCTs, with further research
very unlikely to change our confidence in the estimate of effect (RR
0.99, 95% CI 0.97 to 1.01). The certainty level of the evidence from
the RCTs is moderate because we downgraded the trials across
the 'Risk of bias' GRADE domain. We detected serious risks of bias
among the NRSs, so we downgraded the certainty of the evidence
by one level. Given that the NRSs start at a baseline of low certainty
of evidence (Ryan 2016), we had very low confidence that the
estimate of effect for successful abortion (RR 0.99, 95% Cl 0.97 to
1.01) was precise. However, the overall level of certainty of the
evidence for the pooled effect estimate was moderate. Given that
the effect estimates and the 95% Cls were the same for the two RCTs

Favors provider-admin  Favors self-admin

and the NRSs, we are confident in the pooled effect estimate (RR
0.99, 95% Cl 0.97 to 1.01) and that the rate of successful abortion
was comparable among women in the self-administered group and
those in the provider-administered group.

Ongoing pregnancy

One RCT (Li 2017) and 11 NRSs compared the effect on
ongoing pregnancy, a secondary measure of effectiveness, of self-
administered and provider-administered medical abortion among
women seeking early termination.

RCTs

For ongoing pregnancy, Li 2017 showed that there is probably
little or no difference between self-administered versus provider-
administered medical abortion groups (RR 1.69, 95% CI 0.41
to 7.02; 1 study, 735 women; low certainty of evidence). The
evidence suggests that the chance of ongoing pregnancy with
self-administration is 1.4% (5/365), while the chance of ongoing
pregnancy with provider-administration is 0.8% (3/370). Ongoing
pregnancy occurred in 1.09% (8/735) of women overall; 1.37%
(5/365) in the self-administered group and 0.81% (3/370) in the
provider-administered group. We could not include Shrestha 2014
in this analysis because the data could not be analyzed in Revman,
given that there were zero ongoing pregnancies for both groups (n
= 184).

Explaining heterogeneity in the intended effect of interventions for
ongoing pregnancy in RCTs

We did not perform a meta-analysis of the RCTs for ongoing
pregnancy, since data for only one RCT (Li 2017) could be calculated
in Review Manager 2014.
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NRSs

For ongoing pregnancy, it is uncertain whether there is a difference
between the self-administered and provider-administered medical
abortion groups because the certainty of this evidence is very
low. Eleven NRSs showed no difference in the occurrence of
ongoing pregnancies among women in the self-administered group
compared to women in the provider-administered group (RR 1.28,

Figure 5. Forest plot: ongoing pregnancy

95% Cl 0.65 to 2.49; 11 studies, 6691 women; Analysis 3.1; Figure
5; Figure 6; very low certainty of evidence). The evidence suggests
the chance of ongoing pregnancy with self-administered medical
abortion is 1.7% (86/5174), and the chance of ongoing pregnancy
with provider-administered medical abortion is 0.8% (12/1517).
Five studies (Alam 2013; Elul 2001 - Tunisia; Elul 2001 - Vietnam;
Okonufua 2014; Raghavan 2012) were not included in this analysis
because of missing or incomplete data.

Self-administered Provider-administered Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Akin 2004 2 104 1 104 TA% 2000018, 21.72]
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Bracken 2010 4 509 1 67  9.4% 0.53[0.06, 4.64] - 1
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Iyengar 2016 3 327 4 373 20.2% 0.86[0.19, 3.79] e
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Moo 2004 43 1380 1 174 11.5% 5.38[0.75,38.54] T =
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Figure 6. Funnel plot: ongoing pregnancy
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Explaining heterogeneity in the intended effect of interventions in NRS

We performed meta-analysis on 11 NRSs with dichotomous
prescribing outcomes (Analysis 3.1). For the meta-analysis of
ongoing pregnancy, we categorized the heterogeneity as not
serious. Given an 12 = 0%, heterogeneity was unlikely to be
important (Deeks 2017); zero per cent of the observed variance
between studies is due to real differences in the effect size,
while 100% of the observed variance would be expected to be
based on random error. The ClIs overlap, suggesting that the
variation between studies was likely what we would expect by
chance, indicating low heterogeneity. Chi2=7.85 and was therefore
smaller than the degrees of freedom (10), which indicates that
heterogeneity was unlikely. There was no statistically significant
heterogeneity, as P = 0.64, i.e. higher than P < 0.10. Variation in the
size of the treatment effect was large, indicating high heterogeneity.
However, overall heterogeneity was unlikely to be important.

In summary, the level of certainty that the rate of ongoing
pregnancy was comparable between women in the self-
administered group versus those to the provider-administered
group ranged from very low to low, because the certainty of the
evidence for ongoing pregnancy was low for the RCT (Li 2017) and
very low for the 11 NRSs, given the serious risk of bias detected in all
studies (Summary of findings for the main comparison; Summary
of findings 2). We have low confidence in the evidence for the
RCT, so that further research is likely to change our confidence
in the effect estimate (RR 1.69, 95% Cl 0.41 to 7.02; 1 study, 735
women). We found serious risks of bias among the NRSs and the
RCT, so we downgraded the certainty of the evidence by one level,
but since that NRSs started at a baseline rating of low, the overall

Figure 7. Forest plot: any complications

level of certainty for this outcome was very low (Ryan 2016). It is
likely that the effect estimate for ongoing pregnancy among NRSs
(RR 1.28, 95% CI 0.65 to 2.49; 11 studies, 6691 women; Analysis
3.1) was not precise. Overall, we have limited confidence in the
effect estimate for the one RCT (RR 1.69, 95% CI 0.41 to 7.02), or
that the rate of ongoing pregnancy was comparable for women
in the self-administered group compared to those in the provider-
administered group.

Any complication requiring surgical intervention

Thetwoincluded RCTs did not report on any complication requiring
surgical intervention. Three NRSs (Alam 2018; Dagousset 2004;
Provansal 2009), covering 2452 women, were included in the meta-
analysis that compared the effect of any complication requiring
surgical intervention between self-administered and provider-
administered groups. Two NRSs (Alam 2013; Raghavan 2012) were
not included in the analysis, due to incomplete data on the total
participants in the self-administered and provider-administered
groups (see Table 1 for details).

For any complication requiring surgical intervention, it is unclear
whether there is a difference between self-administered and
provider-administered medical abortion, because the certainty of
the evidenceisvery low (RR2.14,95% CI 0.80t0 5.71; 3 studies, 2452
women; Analysis 4.1; Figure 7; very low certainty of evidence). The
evidence suggests the chance of having any complication requiring
surgical intervention with self-administered medical abortion is
4.4% (82/1880); and the chance of any complication requiring
surgical intervention with provider-administered medical abortion
i5 2.6% (15/572).

Self-administered  Provider-administered Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alam 2018 (1) 58 1617 ] 121 36.4% 0.B7[0.35,2.17]
Dagausset 2004 (2 5] 120 3 288 2549% 4.82[1.22,18.89] —_—
Provansal 2009 18 143 7 162 37.7% 2.811.256.77] —
Total (95% CI) 1880 572 100.0% 2.14 [0.80, 5.71]
Total events g2 15
Heterogeneity: Tau®= 0.48; Chi*=45.70, df= 2 (P = 0.06); F= 65% 'D.D1 D!1 'i 1'D 1DD'

Testfor overall effect Z=1.91 (F=013)

Footnotes
(1) Data received from trialist
(2) Published data from Mgo 2011

Explaining heterogeneity in the intended effect of interventions
in NRSs for any complication requiring surgical intervention

We did not examine measures to explain heterogeneity in the meta-
analysis, since we included only three NRSs with dichotomous
prescribing outcomes on any complications requiring surgical
intervention (Deeks 2017).

In summary, the level of certainty of the evidence for no difference
in the rate of any complications requiring surgical intervention,
a measure of safety, between self-administered and provider-
administered groups was low for the NRSs (See Summary of
findings 2 for main comparison). The RCTs included in the review
did not report on this outcome, and therefore we did not assess the
certainty of evidence from RCTs. For the three NRSs that reported

Favors self-admin  Favars provider-admin

on any complication requiring surgical intervention, we detected a
serious risk of bias, so we downgraded the certainty of evidence by
onelevel. The effect estimate (RR0.96,95% C1 0.91 to 1.02; 3 studies,
2452 women) was not precise.

Secondary analyses
Complications

Serious complications were rare. In reporting on complications
of medical abortion, the included studies covered: hemorrhage
(2 studies, 1005 women; Analysis 5.1; lyengar 2016; Provansal
2009); infection (1 study, 305 women; Analysis 5.2; Provansal
2009); and any complication requiring surgical hospitalization (2
studies, 2147 women; Analysis 5.3; Alam 2018; Dagousset 2004). No
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studies reported on hematoma or on complications resulting from
advanced pregnancies.

Hemorrhage

In each study, only one woman in each group had a hemorrhage.
Among the women who self-administered medical abortion (n =
470), the average rate of having a hemorrhage was 0.43% (2/470),
compared to 0.37% (2/535) of women in the provider-administered
group (n = 535). The meta-analysis showed no evidence of a
statistically significant difference in the RR of having a hemorrhage
between the two groups (RR 1.14, 95% Cl 0.16 to 8.03; 12 = 0%; 2
studies, 1005 women; Analysis 5.1).

Infection

Infection was reported in one study (Provansal 2009). Two of the 162
women in the provider group had an infection, while no women in
the self-administered group had an infection (n = 143). The average
rate of having an infection was 0.01% (2/162) among women in the
provider-administered group compared to 0% (0/143) of women
in the self-administered group (n = 143). The analysis showed no
statistically significant difference in the risk of having an infection
between the two groups (risk difference (RD) -0.01, 95% CI —0.03 to
0.01; 1 study, 305 women; Analysis 5.2).

Any complication requiring hospitalization

A total of three complications requiring hospitalization were
reported among the self-administration group (n = 1737) in two
studies (Alam 2018; Dagousset 2004). The average rate of requiring
hospitalization due to any complication was 0.17% (3/1737) among
women in the self-administered group compared to 0% (0/410) of
women in the provider-administered group (n = 410). The analysis
showed no statistically significant risk of having any complication
requiring hospitalization between the two groups (RR 1.58, 95% Cl
0.08 to 29.81; 12 = 44%; 2 studies, 2147 women; Analysis 5.3).

Incomplete medical abortion

Incomplete medical abortions were also rare. Twelve studies with
7645 women (Akin 2004; Alam 2013; Alam 2018; Bracken 2006;
Bracken 2010; Hajri 2004; lyengar 2016; Karki 2009; Li 2017; Ngoc
2004; Provansal 2009; Shuchita 2008) reported on incomplete
medical abortions; however, Dagousset 2004 did not report on
this outcome for provider-administered groups, so we have not
included this study in the meta-analysis. A total of 208 (3.5%)
incomplete medical abortions were reported among the self-
administered group (n=5939), compared to 56 incomplete medical
abortions among the provider-administered group (3.28%; n =
1706). The analysis showed no statistically significant difference
in the risk of having an incomplete medical abortion between the
two groups (RR 1.12, 95% Cl 0.81 to 1.55; 12 = 1%,; 12 studies, 7645
women; Analysis 6.1).

Side effects

Side effects were reported inconsistently across studies, either as
dichotomous or as continuous measures. We did not produce meta-
analyses of continuous measures because an insufficient number
of studies reported on these outcomes to produce a meaningful
measure. Studies reported on the following side effects: nausea,
heavy bleeding, vomiting, pain/cramps, fever/chills, and diarrhea.

Nausea

Nausea was reported as a dichotomous measure in seven studies
with 3874 women (Alam 2013; Alam 2018; Bracken 2006; Li
2017; Okonufua 2014; Shrestha 2014; Shuchita 2008). The average
observed events of nausea was 52.58% (1631/3102) among women
in the self-administered group (n = 3102; range 5.41% to 70.43%),
compared to 33.55% (259/772) in the provider-administered group
(n = 772; range 16.30% to 71.07%). Pooled analysis showed no
difference in nausea incidence between the two groups (RR 0.85,
95% Cl 0.71 to 1.02; 7 studies, 3874 women; Analysis 7.1). One
study (Akin 2004) reported nausea as a continuous measure in 306
women. Women in the self-administered group (n = 279) reported
nausea lasting for an average of 2 days + 2.8 compared to an average
of 1.8 days * 2 in the provider-administered group (n = 27).

Heavy bleeding

Heavy bleeding was reported as a dichotomous measure in five
studies with 3272 women (Alam 2013; Alam 2018; lyengar 2016;
Okonufua 2014; Shuchita 2008). The average observed events of
heavy bleeding was 21.99% (584/2656) among women in the self-
administered group (n = 2656; range 0.19% to 86.36%), compared
to 20.94% (129/616) in the provider-administered group (n = 616;
range 0% to 90%). Pooled analysis showed no difference in events
of heavy bleeding between the two groups (RR 1.04, 95% CI 0.91 to
1.20; 5 studies, 3272 women; Analysis 7.2). Three studies (Akin 2004;
Bracken 2006; Ngoc 2004) reported heavy bleeding as a continuous
measure in 2058 women. Women in the self-administered group
reported heavy bleeding lasting for an average of 2.17 days + 2.02
(n = 1761; range 1.9 + 1.74 to 2.5) compared to an average of
2.03 days * 2.24 (n = 297; range 1.7 + 2.5 to 2.4) in the provider-
administered group. Ngoc 2004 did not report standard deviations
for this measure.

Vomiting

Vomiting was reported as a dichotomous measure in six studies
with 3568 women (Alam 2013; Alam 2018; Li 2017; Okonufua
2014; Shrestha 2014; Shuchita 2008). The average observed rate
of vomiting was 24.62% (695/2823) among women in the self-
administered group (n = 2823; range: 3.84% to 45.33%) compared
to 12.35% (92/745) in the provider-administered group (n = 745;
range: 4.32% to 43.48%). Pooled analysis showed no difference
in the occurrence of vomiting between the two groups (RR 1.09,
95% CI 0.89 to 1.34; 6 studies, 3568 women; Analysis 7.3). Three
studies (Akin 2004; Bracken 2006; Ngoc 2004) reported vomiting
as a continuous measure in 2340 women. Women in the self-
administered group reported vomiting lasting for an average of 0.70
days + 1.6 (n = 1761; range: 0.6 to 0.8 + 2) compared to an average
of 0.43 days + 1.05 (n =297; range: 0.2 to 0.7 + 1.09) in the provider-
administered group. Ngoc 2004 did not report standard deviations
for this measure.

Pain/cramps

Pain/cramps were reported as a dichotomous measure in four
studies with 1640 women (lyengar 2016; Li 2017; Okonufua 2014;
Shuchita 2008). The average observed rate of pain/cramps was
38.46% (340/884) among women in the self-administered group (n
= 884; range 5.86% to 69.33%), compared to 31.48% (238/756) in
the provider-administered group (n = 756; range 4.20% to 69.57%).
Pooled analysis showed no difference in the occurrence of pain/
cramps between the two groups (RR 0.96, 95% CI 0.86 to 1.08;
4 studies, 1640 women; Analysis 7.4). Four studies (Akin 2004;
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Bracken 2006; Ngoc 2004; Shrestha 2014) reported pain/cramps
as a continuous measure in 2242 women. Women in the self-
administered group reported pain/cramps lasting for an average of
1.83 days +2.00 (n = 1853; range 0.6 + 1.21 to 2.9 + 3.1), compared
to an average of 1.63 days + 2.14 (n =389; range 0.5+ 1.22t0 2.01 +
1.8) in the provider-administered group. Ngoc 2004 did not report
standard deviations for this measure.

Fever/chills

Fever/chills were reported as a dichotomous measure in four
studies with 2643 women (Alam 2018; Iyengar 2016; Okonufua
2014; Shuchita 2008). The average observed rate of fever/chills was
37.59% (803/2136) among women in the self-administered group
(n=2136; range 7.59% to 45.70%), compared to 15.98% (81/507) in
the provider-administered group (n = 507; range 6.31% to 43.80%).
Pooled analysis showed no difference between the occurrence of
fever/chills between the two groups (RR 1.08, 95% CI 0.89 to 1.31;
4 studies, 2643 women; Analysis 7.5). Three studies (Akin 2004;
Bracken 2006; Ngoc 2004) reported fever/chills as a continuous
measure in 2058 women. Women in the self-administered group
reported fever/chills lasting for an average of 0.57 days + 1.59 (n =
1761; range 0.3 + 0.77 to 1 + 2.4), compared to an average of 0.37
days + 0.72 (n = 297; range 0.3 + 0.7 to 0.3 + 0.73) in the provider-
administered group. Ngoc 2004 did not report standard deviations
for this measure.

Diarrhea

Diarrhea was reported as a dichotomous measure in four studies
with 3286 women (Alam 2013; Alam 2018; Li 2017; Shrestha 2014).
The average observed rate of diarrhea was 13.72% (356/2594)
among women in the self-administered group (n = 2594; range
4.11% to 22.88%), compared to 8.96% (62/692) in the provider-
administered group (n = 692; range 4.32% to 28.44%). Pooled
analysis showed no difference in the occurrence of diarrhea
between the two groups (RR 0.96, 95% Cl 0.72 to 1.29; 4 studies,
3286 women; Analysis 7.6). No studies reported on diarrhea in
continuous measures.

Acceptability of medical abortion

In reporting acceptability, most of the included studies used the
following criteria: satisfaction with the medical abortion method
(13 studies, 7582 women: Alam 2013; Alam 2018; Bracken 2010;
Dagousset 2004; Hajri 2004; lyengar 2016; Karki 2009; Li 2017; Ngoc
2004; Okonufua 2014; Provansal 2009; Shrestha 2014; Shuchita
2008); the likelihood of choosing the medical method again (6
studies, 3515 women: Alam 2018; Dagousset 2004; lyengar 2016;
Karki 2009; Okonufua 2014; Provansal 2009); and the likelihood of
recommending the medical abortion method to a friend (6 studies,
3513 women: Alam 2018; Dagousset 2004; lyengar 2016; Karki 2009;
Okonufua 2014; Provansal 2009).

Satisfaction (satisfied or highly) with the medical abortion method

Of the women who self-administered medical abortion (n =5715),
the average level of being satisfied or highly satisfied was 91.2%
(5212/5715), compared to 90.95% (1698/1867) of women in the
provider-administered group (n = 1867). The meta-analysis showed
no difference in the level of satisfaction of the procedure between
the two groups (RD 0.01, 95% CI —-0.03 to 0.05; 12 = 90%; 13 studies,
7582 women; Analysis 8.1).

Likelihood of choosing the medical abortion method again

Of the women who self-administered medical abortion (n = 2560),
the average likelihood that they would choose the medical abortion
method again was 83.48% (2137/2560), compared to 53.61%
(512/955) of women in the provider-administered group (n =
955). The meta-analysis showed no evidence of a difference in
the probability of choosing the medical abortion method again
between the two groups (RD 0.02, 95% CI -0.04 to 0.09; 12 = 83%; 6
studies, 3515 women; Analysis 8.2).

Likelihood of recommending the medical abortion method to a friend

Of the women who self-administered medical abortion (n =
2558), the average likelihood that they would recommended the
medical procedure to a friend for a future abortion was 87.22%
(2231/2558), compared to 52.67% (503/955) of women in the
provider-administered group (n = 955). The meta-analysis showed
no evidence of a difference in the probability of recommending the
medical abortion procedure to a friend between the two groups (RD
0.06,95% Cl1 -0.04 to 0.15; 12 = 94%j; 6 studies, 3513 women; Analysis
8.3). Two studies (Alam 2013; Hajri 2004) reporting this outcome
could not be include in the meta-analysis, because they did not
provide denominators (see Table 1).

Subsidiary analyses
Compliance with medical abortion protocol

In reporting compliance with the medical abortion protocol, most
oftheincluded studies used the following criteria: perfect use of the
medical abortion method (3 studies, 2937 women; Alam 2013; Alam
2018; Bracken 2010); did not complete medical abortion protocol (4
studies, 2164 women; Bracken 2010; lyengar 2016; Li 2017; Shuchita
2008); misoprostol not taken on time (4 studies, 2608 women; Alam
2013; Alam 2018; Elul 2001 - Vietnam; Shuchita 2008); and did not
return to confirm abortion status (3 studies, 2988 women; Alam
2013; Alam 2018; Bracken 2010).

Perfect use of medical abortion method

Of the women who self-administered medical abortion (n = 2687),
the average proportion of women who perfectly used the medical
abortion regimen was 98.33% (2642/2687), compared to 98.00%
(295/301) of women in the provider-administered group (n = 301).
The meta-analysis showed no difference in the percentage of
women perfectly using the medical abortion regimen between the
two groups (RD -0.00, 95% CI-0.02 to 0.02; 12 = 42%; 3 studies, 2988
women; Analysis 9.1).

Did not complete protocol

Of the women who self-administered medical abortion (n = 1311),
the average proportion of women who did not complete the
medical abortion protocol was 0.92% (12/1311), compared to 1.9%
(17/853) of women in the provider-administered group (n = 853).
The meta-analysis showed no difference in the percentage of
women not completing the medical abortion protocol between the
two groups (RD -0.01,95% CI-0.03 to 0.02; 12 = 77%; 4 studies, 2164
women; Analysis 9.2). Two studies (Alam 2013; Dagousset 2004)
reporting this outcome could not be include in the meta-analysis,
because they did not provide denominators (see Table 1).
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Misoprostol not taken on time

Of the women who self-administered medical abortion (n = 2339),
the proportion who did not take misoprostol on time was 1.11%
(26/2339), compared to 1.86% (5/269) of women in the provider-
administered group (n = 269). The meta-analysis showed no
difference in the percentage of women not taking misoprostol on
time between the two groups (RD -0.00, 95% CI -0.03 to 0.02; 12 =
25%; 4 studies, 2608 women; Analysis 9.3). One study (Elul 2001 -
Tunisia) reported this outcome, but we could not include it in the
meta-analysis because data for the provider-administered group
were not available (Table 1).

Did not return to confirm abortion status

Of the women who self-administered medical abortion (n = 2687),
the average proportion of women who did not return to the clinic
to confirm their abortion status was 1.53% (41/2687), compared to
2.99% (9/301) of women in the provider-administered group (n =
301). The meta-analysis showed no difference in the percentage of
women who did not return to the clinic to confirm their abortion
status between the two groups (RD -0.01, 95% CI -0.04 to 0.03; 12
=63%; 3 studies, 2988 women; Analysis 9.4). One study (Dagousset
2004) reported this outcome, but we could not include it in the
meta-analysis because data for the provider-administered group
were not available (Table 1).

Contact with health services

In reporting contact with health services, most of the included
studies used the following criteria: proportion of women who called
the clinic or a hotline (6 studies, 5277 women; Alam 2013; Alam
2018; Elul 2001 - Vietnam; Karki 2009; Ngoc 2004; Okonufua 2014),
and the percentage of women who underwent unscheduled clinic
visits (6 studies, 5774 women; Alam 2013; Alam 2018; lyengar 2016;
Karki 2009; Ngoc 2004; Okonufua 2014).

Called clinic or hotline

Of the women who self-administered medical abortion (n =
4226), the average proportion of women who called the clinic
or hotline during the medical abortion protocol was 22.74%
(961/4226), compared to 11.70% (123/1051) of women in the
provider-administered group (n=1051). The meta-analysis showed
no difference in the proportion of women calling the clinic or a
hotline between the two groups (RD 1.35, 95% Cl 0.65 to 2.81; 12 =
92%; 6 studies; 5277 women; Analysis 10.1). Two studies (Dagousset
2004; Provansal 2009) reporting this outcome could not be included
in the meta-analysis because data for the provider-administered
groups were not available (Table 1).

Unscheduled clinic visits

Of the women who self-administered medical abortion (n =
4408), the average proportion of women who completed an
unscheduled clinic visit during the medical abortion protocol was
8.39% (370/4408), compared to 8.27% (113/1366) of women in the
provider-administered group (n = 1366). The meta-analysis showed
no difference in the percentage of women who completed an
unscheduled clinic visit between the two groups (RD -0.01, 95%
Cl -0.04 to 0.03; 12 = 75%; 6 studies, 5774 women; Analysis 10.2).
One study (Provansal 2009) reported this outcome, but we could
not include it in the meta-analysis because data for the provider-
administered group were not available (Table 1).

Best and worst features of medical abortion

In reporting the best and worst features of the medical abortion
method, most studies used similar categories to capture these
participant-reported data. In order to consolidate available data
for this subsidiary outcome, we used the most commonly reported
criteria for the best and worst features, respectively, and where
appropriate we combined criteria agreed to be synonymous
between review authors. Using one included study (Shuchita 2008)
as an example, for best features, ‘easy, simple, and quick’ was
collapsed into ‘easy and quick’; ‘less painful’ was collapsed into
‘perceived less pain’; ‘privacy’ was collapsed into ‘secret, more
confidential’; ‘no surgery’ was collapsed into ‘method is non-
invasive’; ‘no hospitalization’ was collapsed into ‘stay at home,
avoid the clinic’; and, for worst features, ‘uncertainty’ was collapsed
into ‘fear, anxiety’; ‘none/no reason given’ was collapsed into
‘none’; and ‘pain’ was collapsed into ‘pain and cramps.’ In all
included studies, participants could select multiple best and worst
features. See Table 22; Table 23.

In reporting best features of the medical abortion process, most
of the included studies used the following criteria: easy and quick
(6 studies, 4684 women; Alam 2013; Alam 2018; Bracken 2006;
Hajri 2004; Ngoc 2004; Shuchita 2008); perceived less pain (6
studies, 4684 women; Alam 2013; Alam 2018; Bracken 2006; Hajri
2004; Ngoc 2004; Shuchita 2008); perceived as safer, healthier (3
studies, 2219 women; Bracken 2010; Hajri 2004; Ngoc 2004); secret,
more confidential (6 studies, 4684 women; Alam 2013; Alam 2018;
Bracken 2006; Hajri 2004; Ngoc 2004; Shuchita 2008); less anxiety,
fewer worries (2 studies, 1921 women; Bracken 2006; Ngoc 2004);
method is non-invasive (5 studies, 3139 women; Alam 2013; Alam
2018; Bracken 2006; Hajri 2004; Shuchita 2008); stay at home, avoid
the clinic (2 studies, 1836 women; Alam 2018; Shuchita 2008); more
natural, similar to menstruation (1 study, 298 women; Hajri 2004);
none, or no best features (4 studies, 4288 women; Alam 2013; Alam
2018; Bracken 2006; Ngoc 2004). One study (Akin 2004 reported this
outcome, but group data were not available for the selected best
features so we have not included overall data (Table 1). One study
(Ngoc 2004) only reported overall data.

In reporting worst features of the medical abortion process, most
of the included studies used the following criteria: fear, anxiety
(5 studies, 4418 women; Alam 2013; Alam 2018; Bracken 2006;
Ngoc 2004; Shuchita 2008); none, no reason given (6 studies, 4716
women; Alam 2013; Alam 2018; Bracken 2006; Hajri 2004; Ngoc
2004; Shuchita 2008); bleeding (6 studies, 4716 women; Alam 2013;
Alam 2018; Bracken 2006; Hajri 2004; Ngoc 2004; Shuchita 2008);
pain and cramps (6 studies, 4716 women; Alam 2013; Alam 2018;
Bracken 2006; Hajri 2004; Ngoc 2004; Shuchita 2008); fatigue (2
studies, 1953 women; Bracken 2006; Ngoc 2004); procedure takes
too long/too many visits (2 studies, 2183 women; Alam 2013; Ngoc
2004); waiting for completion (2 studies, 2036 women; Alam 2018;
Hajri 2004). Two studies (Akin 2004; Bracken 2006) reported this
outcome, but group data were not available for the selected worst
features so we have not included overall data (Table 1). One study
(Ngoc 2004) only reported overall data.

Best features of medical abortion - overall

Overall,among women in both the self-administered and provider-
administered groups: 52.05% (2438/4684) reported 'easy and quick'
as a best feature; 19.04% (892/4684) reported 'perceived less
pain' as a best feature; 16.04% (356/2219) reported 'perceived
as safer, healthier' as a best feature; 13.47% (631/4684) reported
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'secret, more confidential' as a best feature; 5.15% (99/1921)
reported 'less anxiety, fewer worries' as a best feature; 47.82%
(1501/3139) reported 'method is non-invasive' as a best feature;
17.92% (329/1836) reported 'stay at home, avoid the clinic' as a
best feature; 8.72% (26/298) reported 'more natural, similar to
menstruation' as a best feature; and 4.99% (214/4288) reported no
best feature. See Table 22.

Worst features of medical abortion - overall

Overall, among women in the self-administered and provider-
administered groups: 12.22% (540/4418) reported 'fear, anxiety'
as a worst feature; 23.66% (1116/4716) reported 'none, no reason
given' as a worst feature; 32.15% (1516/4716) reported 'bleeding'
as a worst feature; 40.33% (1902/4716) reported 'pain and cramps'
as a worst feature; 12.14% (237/1953) reported 'fatigue' as a worst
feature; 7.83% (171/2183) reported 'procedure takes too long/too
many visits' as a worst feature; and 4.03% (82/2036) reported
'waiting for completion' as a worst feature. See Table 23.

DISCUSSION

Home-based medical abortion has previously been shown to be
safe, effective, and acceptable to women seeking early termination
(Ngo 2011), which can provide women with convenience and
choice. While self-administration of medical abortion has further
potential to expand access to safe abortion for unintended
pregnancies (Kapp 2017) and to alleviate burdens on health
systems where trained healthcare providers are limited, it has
remained unclear whether medical abortion procedures that
are self-administered by the women are as safe, effective,
and acceptable as those that are provider-administered. In this
review, we have assessed the evidence base on women’s role
in administering their own medical abortions by comparing
the effectiveness, safety, and acceptability of self-administered
medical abortion versus provider-administered medical abortionin
any setting.

Summary of main results

See Summary of findings for the main comparison and Summary of
findings 2 for the main comparisons.

Eighteen studies conducted in 10 countries (Albania, Bangladesh,
China, France, India, Nepal, Nigeria, Tunisia, Turkey, Vietnam)
from both low-to-middle-resource and high-resource settings
met the inclusion criteria for our main effects analysis. We
included two RCTs with 919 women and 16 NRSs with 10,124
women. Overall, self-administered and provider-administered
groups were comparable at baseline. However, six studies reported
statistically significant differences between the groups at baseline
on characteristics including age, education level, primigravida
status, gestational age, and gravidity. The mean age of women
included in the studies ranged from 24.3 years to 32.2 years. The
maximum gestational age was less than nine weeks for 13 studies,
and nine weeks for the remaining five studies. Two studies did not
compare participant characteristics at baseline.

We summarize our main conclusions on the comparison of self-
administered versus provider-administered medical abortion for
the following three main outcomes: successful abortion, ongoing
pregnancy, and complications requiring surgical intervention.

Successful abortion

Evidence from two RCTs for the primary outcome, successful
abortion (primary outcome indicating effectiveness), combined
with evidence from 16 NRSs, demonstrates that there were
no statistically significant differences in the evidence on the
effectiveness of medical abortion between self-administered and
provider-administered groups among women of reproductive age
(15 to 49 years) seeking termination of early pregnancy. However,
the inclusion of NRSs in the analysis may compromise the certainty
of the evidence.

Ongoing pregnancy

Evidence from one RCT and 11 NRSs on ongoing pregnancy, a
secondary outcome indicating effectiveness, showed that there
were no statistically significant differences in the effectiveness
of medical abortion between self-administered and provider-
administered groups. The inclusion of NRSs in our analysis may
compromise the certainty of the evidence.

Any complications requiring surgical intervention

We found no RCT evidence for this outcome, since neither RCT
reported it. We are very uncertain about this outcome, due to the
heterogeneous and imprecise results of the meta-analysis of the
three NRSs which covered it.

Overall completeness and applicability of evidence

Eighteen studies met the inclusion criteria to assess our primary
objective. These included two RCTs with 919 women and 16
NRS with 10,124 women across 10 countries, 16 low-to-middle-
resource settings (Akin 2004; Alam 2013; Alam 2018; Bracken 2006;
Bracken 2010; Elul 2001 - Tunisia; Elul 2001 - Vietnam; Hajri 2004;
lyengar 2016; Li 2017; Karki 2009; Ngoc 2004; Okonufua 2014;
Raghavan 2012; Shrestha 2014; Shuchita 2008), and two high-
resource settings (Dagousset 2004; Provansal 2009). We did not
find eligible studies from Latin America, where unsafe abortion and
the use of medical abortion have been reported (Ganatra 2017,
Olavarrieta 2015).

This review included studies comparing self-administration to
provider-administration of early medical abortion; the maximum
gestational age ranged from 35 days or less (Li 2017) to 63 days
or less (Alam 2013; Alam 2018; lyengar 2016; Okonufua 2014;
Shrestha 2014). Gestational ages above nine weeks are therefore
not represented in this review. The intervention in all included
studies involved the administration of a combined mifepristone-
misoprostol regimen. Mifepristone was administered in a clinic
under healthcare-provider supervision, followed by at least one
dose of misoprostol administered by women either in the clinic
(under healthcare-provider supervision) or at home. We found
two studies (Louie 2014; Tsereteli 2016) that involved both clinic
and home administration of mifepristone and misoprostol, but
disaggregated data by groups of interest were not available from
the study authors. We found no studies of a self-administered
misoprostol-only regimen. At least one stage of the regimen was
supervised by a providerin allincluded studies, so this review could
not assess the complete self- versus provider-administration of the
entire mifepristone-misoprostol protocol.

Contributing to the evidence base on where early medical abortion
could take place (home versus clinic medical abortion by Ngo
2011), this review includes eight additional studies (Alam 2013;
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Alam 2018; lyengar 2016; Li 2017; Okonufua 2014; Raghavan
2012; Shrestha 2014; Shuchita 2008) that specifically examined
the role of women in administering part of the early medical
abortion protocol without the supervision of a healthcare provider.
Eighteen studies (11,043 women) assessed the primary outcome
of successful abortion; 11 studies (6691 women) assessed the
secondary outcome of ongoing pregnancy; 12 studies (7645
women) assessed the secondary outcome of incomplete abortion;
and three studies (2452 women) assessed the outcome of any
complications requiring surgical intervention. Successful abortion
was consistently and ubiquitously defined across studies as
complete evacuation of the uterus, without recourse to surgical
evacuation.

The pooled effect estimates from the 18 studies in this review
showed no evidence of a difference in the effectiveness of
early medical abortion between provider-administered and self-
administered groups. The 18 studies included women seeking
termination services across both low-to-middle- and high-resource
settings, suggesting that women can self-administer part of the
mifepristone-misoprostol medical abortion protocol effectively.

Overall, complications were rare. Only two studies (Dagousset 2004;
Provansal 2009) showed statistically significant findings for the
risk of having any complication requiring surgical intervention,
which was higher in the self-administered medical abortion
group compared to the provider-administered group. However,
the pooled estimate showed no evidence of a difference in
complications between the two groups. Side effects were more
common, especially among the self-administered group, but the
difference between the two groups was not statistically significant.

Overall, most women were satisfied or highly satisfied with
the medical abortion method they received. Women who
self-administered were more satisfied or highly satisfied and
more likely to choose their medical abortion procedure again
compared to those who underwent the provider-administered
procedure, although the findings were not statistically significant.
Furthermore, compliance with the medical abortion protocol was
higher among women who self-administered, allaying a main
concern about self-administration. These studies showed that
women who self-administered took the drugs on time and correctly
and were more likely to return to the clinic to confirm their abortion
status compared to those in the provider-administered group.

Quality of the evidence

The overall level of certainty of the evidence was moderate that
there were no differences in the rates of successful abortion and
ongoing pregnancy among women in the self-administered group
compared to those in the provider-administered group. The level of
certainty of the evidence was very low that there was no difference
in the rate of any complications requiring surgical intervention
between self-administered versus provider-administered groups.
See Summary of findings for the main comparison; Summary of
findings 2.

We included 16 NRSs and two RCTs in this review (11,043
women). Study protocols are much more likely to allow women
to select self-administered or provider-administered medical
abortion procedures rather than to randomly assign women to
groups; confounding because of non-randomization is therefore
a methodological limitation of this review. The certainty level in

the evidence ranged from very low (NRSs) to moderate (RCTs)
for the rate of successful medical abortion among women in
the self-administered group compared to those in the provider-
administered group. However, the overall level of certainty of
the evidence for the pooled effect estimate was moderate. We
are therefore confident that the rate of successful abortion was
comparable among women in the self-administered group and
those in the provider-administered group.

The level of certainty ranged from very low (RCTs) to low (NRSs)
that the rate of ongoing pregnancy was comparable between
women in the self-administered group versus those in the provider-
administered group. Overall, we have limited confidence in the
effect estimate for the one RCT and that the rate of ongoing
pregnancy was comparable for women in the self-administered
group compared to those in the provider-administered group.

The level of certainty of the evidence was very low for the NRSs that
there was no difference in the rate of any complications requiring
surgical intervention between self-administered versus provider-
administered groups.

Finally, our review showed no difference in women’s level of
satisfaction between self-administered and provider-administered
groups. We did not assess the certainty of the evidence for
acceptability.

Overall, we are confident in the evidence that the rates of
successful abortion, ongoing pregnancy, and acceptability were
comparable among women in the self-administered and provider-
administered groups, and we therefore reject the null hypothesis
that provider-administered medical abortion is more effective than
self-administered medical abortion among women of reproductive
age (14 to 59 years) seeking an abortion.

Potential biases in the review process

Given that most of the pooled data were from NRSs to assess
the primary objective of this review, results are inherently prone
to selection bias. Compared to RCTs, NRS results could have
been affected by the existence and attention to women’s choice
of self-administered or provider-administered medical abortion;
however, the overall results show no differences between the
success of medical abortion between the two groups. All studies
used at least one standard method (e.g. last menstrual period)
to ascertain pregnancy, although methods varied across study
settings. Similarly, all studies assessed the outcome of medical
abortion using at least a clinical examination, but again methods
varied across sites, and two studies (Elul 2001 - Tunisia; Elul 2001
- Vietnam) did not provide any detail on how abortion status was
determined at follow-up visits. Although it could have been done,
no studies blinded outcome assessors, placing all studies at either
high (RCTs) or serious (NRS) risk of bias. Only one study (Ngoc 2004)
reported controlling for confounding of important factors (e.g.
gestational age) to ascertain comparability of groups for analysis.
We excluded four eligible studies (Akin 2009; Blum 2004; Louie
2014; Tsereteli 2016) because they did not disaggregate data by
self-administered and provider-administered groups, meaning that
we were unable to obtain and include all relevant data in our
review. To assess the primary outcome of successful abortion,
the trialists of four studies provided unpublished data (Alam
2013; Alam 2018; Okonufua 2014; Raghavan 2012); review authors
relied on the quality of study data received. Only one study
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(Shrestha 2014) reported success rates according to the provision of
additional doses of misoprostol, although comparisons of efficacy
across doses, as well as a systematic approach to calculating
success (e.g. binomial proportions versus survival analysis) remain
a gap in the literature (Suec 2015). While our search strategy
was comprehensive, we only included published randomized and
prospective cohort studies. Many organizations have access to
unpublished service data on outcomes reported in this review. The
inclusion of such data in a meta-analysis may yield more precise
findings.

Agreements and disagreements with other studies or
reviews

This review is the first to systematically assess the evidence base
on the role of women administering their own medical abortion
procedures. We build on the evidence from a prior systematic
review on home-based medical abortion (Ngo 2011) and extend
the research objective to a comparison of the administrator of the
procedure rather than simply location. Just as home-based medical
abortion was found to be comparable to a clinic-based procedure
in terms of effectiveness, safety, and acceptability, this review
found self-administration of medical abortion to be as effective,
safe, and acceptable as provider administration. However, we are
very uncertain of the evidence for safety. This review supports the
literature that women prefer to self-administer abortions, based on
convenience, privacy, and access to support (Kero 2009; Lokeland
2014; Ngo 2011; Platais 2016; Raymond 2013; Shrestha 2018; Song
2018; Tan 2018; WHO 2014).

Some studies have suggested that self-administered medical
abortion is associated with higher failure rates (Bhalla 2018;
Giri 2015; Provansal 2009), although failures are more likely to
be a result of misuse of abortifacients or of deviation from
the protocol rather than a consequence of self-administration.
A large proportion (98.33%) of women in the self-administered
group in this review had high adherence to the medical abortion
protocol. The inclusion of a low-sensitivity pregnancy test as a
component of self-assessment may decrease the likelihood of
complications and the need for clinic follow-up (lyengar 2016;
Shrestha 2014). Providing women with a low-sensitivity pregnancy
test as well as accurate and digestible information that complies
with WHO-recommended guidelines should be a crucial aspect
to preventing failure in either self-administered or provider-
administered medical abortion.

AUTHORS' CONCLUSIONS

Implications for practice

We demonstrate that women may administer their medical
abortion procedure effectively, although there is uncertainty about
safety outcomes. We also demonstrate that self-administration
is highly acceptable, with almost all women (91.2%) opting to
self-administer again if they had a future abortion. Policy-makers
should review international and national guidelines on medical
abortion methods to consider whether to offer women at nine
weeks gestation or less and with access to the support and
information they want or need, the choice to return to the clinic for
misoprostol or to take the drug at home. In this way, the number
and cost of clinic visits for the woman would be reduced, and the
strain on overburdened healthcare systems would be alleviated.

However, a shift toward medical methods for early abortion
occurring outside a clinic setting and partially administered by
women comes with a variety of health service delivery implications
to prevent any health complications, albeit rare. First, there is
a need to expand healthcare provider training in monitoring,
supervision, and referral for medical abortion, particularly in low-
resource settings, to ensure safe and standardized procedures.
Second, a need exists for knowledge-sharing with women around
correct and appropriate use of medical abortion regimens to
increase their ability to obtain accurate and reliable information,
and to increase their ability to self-assess before, during, and
after the termination process. Healthcare providers must also
receive adequate training to appropriately diagnose complications
and prevent unnecessary surgical interventions. Given inequitable
access to safe and effective abortion is a downstream consequence
of inequitable access to contraceptives, post-abortion care
regimens must emphasize family planning counseling and services
to substantially reduce unintended pregnancies and pregnancy-
related morbidity and mortality, including that from unsafe
abortion (Darroch 2011; Langer 2015). Not only does self-
administered medical abortion have the potential to improve
access to safe abortion, it can potentially reduce the burden on
health systems, especially in settings where there are inadequate
number of trained healthcare providers.

Implications for research

This review fills the evidence gap by demonstrating that women
can effectively administer the second stage of their own abortions
by self-administration of abortion drugs, and therefore may not
require full supervision from a healthcare provider during this
stage of the drug regimen. However, more research is required
to determine whether self-administration is as safe as provider-
administration. In the absence of medical supervision, research
is needed to understand how best to inform and support women
who choose to self-administer, including when to seek clinical
care. To improve access and ease burdens on the health system,
it is important to study which types of healthcare providers
can be involved during the medical abortion process to ensure
that the provision of the procedure is efficient and of high
quality. Further research is needed to understand to what extent
healthcare providers are trained according to the WHO guidelines
on medical abortion procedures, and to what extent they are being
implemented in practice.

Misoprostol is becoming ubiquitous across low-resource settings
where abortion laws are restrictive. In many of these countries,
surveys in pharmacies suggest that women are buying misoprostol
to terminate pregnancies and that they are not receiving adequate
information, high-quality drugs, or robust referrals (Footman
2018a; Footman 2018b; Ganle 2019). There is therefore a need
to assess the self-administration of a misoprostol-alone regimen
to understand its safety and effectiveness, along with operational
research to understand how to train these outlets to dispense
quality drugs and support women during the abortion process.

Other areas for future research include:

« Trials to test the effectiveness, safety, and acceptability of self-
administered versus provider-administered medical abortion
beyond the first trimester and among women and girls aged less
than 18 years (Kapp 2017).
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o Trials to test individual and health system costs of self-
administered versus provider-administered medical abortion.

« Systematic review of the effectiveness, safety, and acceptability
of abortion drugs delivered by pharmacists, telemedicine,
and the internet compared to trained healthcare providers,
which includes qualitative research methods for assessing
acceptability.

« Health service delivery research to further assess how women
would like to obtain abortion-inducing drugs and credible
sources of information, as well as how they can best be reached
for follow-up and reporting of outcomes, particularly the ruling-
out of incomplete abortion or continuing pregnancy within an
appropriate time frame (Kapp 2017).

« The characteristics of women who prefer self-administered
to provider-administered medical abortion should be further
explored, as these populations may have differing tendencies,
including post-abortion contraception uptake (Kapp 2017).

Future trials must be rigorous in design and delivery, accounting
for women’s overwhelming preference to choose the location and
method of their abortion procedures. Where possible, outcome
assessors of abortion completion at follow-up should be blinded,
to minimize detection bias in research methods.
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lands; Swedish International Development Cooperation Agency; and the Department for Inter- nation-
al Development, UK. "The Concept Foundation donated the mifepristone-misoprostol but did not con-
tribute to the design or analysis of the study. Square Pharmaceuticals, Ltd. donated the analgesics to
International Centre for Diarrhoeal Disease Research, Bangladesh for the study but did not contribute
to the design or analysis of the study."

Notes Includes data obtained from trialist (Bracken)
Alam 2018
Methods Prospective cohort study
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Alam 2018 (Continued)

November 2012 to June 2015
Use of pilot group(s) for initial recruitment

Participants N = 1744; 1619 self-administered vs. 125 provider-administered
Bangladesh. 24 government health facilities

Inclusion criteria: Women age 18 years or older, up to 9 weeks of amenorrhea on the day of mifepris-
tone administration (calculated by standard methods for menstrual regulation including a bimanual
examination and the date of last menstruation), good health, no contraindications to mifepristone or
misoprostol, and able and willing to provide a telephone number for follow-up purposes if necessary

Interventions 200 mg mifepristone in clinic + 800 pg buccal misoprostol 1 day later either a) in clinic or b) at home, +
mild analgesic (1 x 400 mg ibuprofen)

Outcomes Succes of medical abortion: successful evacuation of the uterus without the need for a surgical inter-
vention

Secondary outcomes: Failure rate (overall): failed MR. Ongoing pregnancy: Failed MR/ongoing pregnan-
cy. Incomplete: debris in uterus

Funding This research protocol was funded by a grant from an anonymous donor to Gynuity Health Projects. In-
ternational Centre for Diarrhoeal Disease Research, Bangladesh is also grateful to the Governments of
Bangladesh, Canada, Sweden, and the UK for providing unrestricted support. The Concept Foundation
donated the mifepristone-misoprostol but did not contribute to the design or analysis of the study.

Notes Includes data obtained from trialist (Bracken)
Bracken 2006
Methods Prospective cohort study

October 2001 to May 2003
Use of pilot group(s) for initial recruitment

Participants N =409; 361 self-administered vs. 48 provider-administered
Albania. 2 tertiary-level government health facilities/hospitals (Tirana)

Inclusion criteria: Women seeking termination of intrauterine pregnancies were eligible if they had
amenorrhea of 8 weeks or less based on clinical examination, menstrual history, and sometimes ul-
trasound; had no contraindications to the study drugs, were 18 years or older, lived or worked with-

in 1 hour of the study site, agreed to provide an address and telephone number and to return for a fol-
low-up visit

Interventions 200 mg mifepristone in clinic + 400 pg oral misoprostol 2 days later either a) in clinic or b) at home, +
200 mg ibuprofen as needed

Outcomes Success of medical abortion, defined as complete abortion without recourse to evacuation at any point
during the study period

Secondary outcomes: Failure rate (overall): classified into 4 categories as defined by Winikoff. Ongoing
pregnancy: a viable pregnancy assessed with either presence of a fetal heart beat on ultrasound or an
increase in uterine size commensurate with 2 weeks of fetal growth since last visit. Incomplete: more
than minimal products of conception in uterus that the provider believes will not be expelled sponta-
neously; and cases requiring an additional surgical intervention to complete the uterine evacuation

Funding This research was supported by a grant from the Open Society Institute and an anonymous donor
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Bracken 2006 (Continued)

Notes
Bracken 2010
Methods Prospective cohort study
January 2007 to March 2008
Participants N =599; vs. 69 self-administered vs. 530 provider-administered
India. 6 family planning clinics (in cities of New Delhi, Lucknow, Pune, Mumbai)
Inclusion criteria: Women with a final gestational age of < 8 weeks on the day of mifepristone adminis-
tration; good health, with no contraindications to mifepristone and misoprostol; and those willing to
provide an address or telephone number for the purposes of follow-up
Interventions 200 mg mifepristone in clinic + 400 pg oral misoprostol 2 days later either a) in clinic or b) at home, +
500 mg paracetamol and advised could obtain 330 mg paracetamol with 20 mg codeine if needed
Outcomes Success of medical abortion: a complete expulsion, expulsion with remains (i.e. clots or decidua) that
the provider believed could be expelled spontaneously, or abortion with products of conception in the
vagina that could be removed with forceps. Ongoing pregnancy: a viable pregnancy assessed with ei-
ther presence of a fetal heart beat on ultrasound or an increase in uterine size commensurate with 2
weeks of fetal growth since last visit. Incomplete: more than minimal products of conception in the
uterus that the provider believed would not be expelled spontaneously
Funding An anonymous donor provided financial support for this study
Notes
Dagousset 2004
Methods Prospective cohort study
January 2001 to February 2002
Participants N =409; 120 self-administered vs. 289 provider-administered
France. 2 hospitals (Paris intra-muros and Paris suburbs)
Inclusion criteria for home abortion: wanting induced abortion with MA; no contraindications to MA;
satisfied the mandatory legal requirements IVG in France; willingness to comply with the instructions
and accept protocol; residing in a dwelling with a comfortable toilet and a telephone; living less than
an hour from the drop-in center; being able to benefit from the presence of a trusted person for the first
3 hours after misoprostol is taken; informed of the progress of the investigation and gave written con-
sent to participate
Interventions 600 mg oral mifepristone in hospital + 400 g oral misoprostol either in hospital or at home, + analgesic
prescription. Additional oral misoprostol 400 pg was offered in clinic in case of non-expulsion within 3
hours after the first dose
Outcomes Success of medical abortion, defined as uterine emptiness
Secondary outcomes: requiring surgical intervention; hospitalized in emergency; acceptability; and
companionship
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Dagousset 2004 (Continued)

Cochrane Database of Systematic Reviews

Funding

NR

Notes

Includes published data from Ngo 2011. Translated from French

Elul 2001 - Tunisia

Methods

Prospective cohort study
December 1997 to December 1998
Use of pilot group(s) for initial recruitment.

Participants

N =195; 170 self-administered vs. 25 provider-administered

Tunisia. OB/GYN department of a large teaching hospital and nearby free-standing abortion clinic in
Tunis

Inclusion criteria: Women presenting for termination of intrauterine pregnancy <56 days last menstrual
period

Interventions

200 mg mifepristone in clinic + 400 pg oral misoprostol 48 hours later either a) at home or b) in clinic, +
500 mg paracetamol

Outcomes

Success of medical abortion defined as complete abortion

Secondary outcomes include: Failure rate (overall): failure of abortion classified as method or user-
choice (due either to the provider or the women); Ongoing pregnancy at study end

Incomplete: Incomplete abortion at study end

Funding

This study was funded by the Bixby Foundation and the Population Council's Robert H Ebert Program
on Critical Issues in Reproductive Health

Notes

Multi-country study (Vietnam and Tunisia). Includes published data from Ngo 2011

Elul 2001 - Vietham

Methods

Prospective cohort study

December 1997 to December 1998

Participants

N =120; 106 self-administered vs. 14 provider-administered
Vietnam. Single large maternity hospital in Ho Chi Minh City

Inclusion criteria: Women presenting for termination of intrauterine pregnancy < 56 days last menstrual
period

Interventions

200 mg mifepristone in clinic + 400 pg oral misoprostol 48 hours later either a) at home or b) in clinic, +
500 mg paracetamol

Outcomes

Success of medical abortion defined as complete abortion

Secondary outcomes include: failure rate (overall): failure of abortion classified as method or user-
choice (due either to the provider or the women); Ongoing pregnancy at study end
Incomplete: Incomplete abortion at study end

Self-administered versus provider-administered medical abortion (Review)

Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

39



= COCh rane Trusted evidence.
o § d decisions.
N LI b ra ry g‘e;::'leleal:lf.lswns

Elul 2001 - Vietnam (continued)
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Funding This study was funded by the Bixby Foundation and the Population Council's Robert H Ebert Program
on Critical Issues in Reproductive Health
Notes Multi-country study (Vietnam and Tunisia). Includes published data from Ngo 2011
Hajri 2004
Methods Prospective cohort study

November 2000 to July 2001

Use of pilot group(s) for initial recruitment

Participants

N =334; 252 self-administered vs. 82 provider-administered
Tunisia: 4 sites: 2 hospitals (Tunis and Sousse) and 2 state-run family planning clinics (Tunis and Sfax)

Inclusion criteria: Women seeking termination with intrauterine pregnancy up to 56 days last men-
strual period; lived or worked within reasonable distance of study site; in good general health; no con-
traindications to mifepristone or misoprostol; willing to return for follow-up

Interventions

200 mg oral mifepristone in clinic + 400 pg oral misoprostol 2 days later either a) at home or b) in study
clinic, + paracetamol or paracetamol with codeine

Outcomes Success of medical abortion, defined as complete abortion without recourse to surgical intervention at
any point for any reason during the study period
Secondary outcomes include side effects
Funding This study was funded by the Fred H Bixby Foundation and an anonymous donor
Notes
lyengar 2016
Methods Secondary analysis of an RCT, although allocation of place of misoprostol was not randomized

April 2013 to May 2014

Participants

N =731; 342 self-administered vs. 389 provider-administered
India. 6 primary care clinics (3 rural and 3 urban in state of Rajasthan)

Inclusion criteria: gestational age was 9 weeks or less (as determined by bimanual examination),
resided in an area where follow-up was possible, and agreed to follow-up (home visit or phone call)

Interventions

20 mg oral mifepristone in clinic + 400 ug misoprostol (route differed across clinics by their standard

protocols - sublingual 55%; vaginal 17%; oral 28%); 2 days later either a) at home or b) in study clinic,
+analgesics as needed. If bleeding did not start in 4 hours after miso, an additional dose of 400 pg of
misoprostol

Outcomes

Success of medical abortion, defined as complete abortion without continuing pregnancy or the need
for surgical intervention or additional mifepristone/misoprostol. Standardized questionnaires were
used to record the outcome of abortion, side effects, experiences and acceptability. Efficacy was de-
fined as complete abortion without continuing pregnancy or the need for surgical intervention or addi-
tional mifepristone/misoprostol. Safety was defined as absence of adverse events requiring hospital-
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lyengar 2016 (Continued)

Cochrane Database of Systematic Reviews

ization, blood transfusion, intravenous fluids or intravenous antibiotics. Acceptability was assessed in
terms of women’s satisfaction with the procedure and their likelihood of choosing the same location
for misoprostol administration in the event of a future abortion. Other outcomes were compliance with
misoprostol, interim visits, time spent, side effects and companions present during home administra-
tion of misoprostol

Funding Funding for this study was provided by the Swedish International Development Agency (SIDA) and
Swedish Research Council (2011-3525). The funders had no role in conduct of the study, analysis or in-
terpretation of the results

Notes

Karki 2009
Methods Prospective cohort study

April 2007 to February 2008

Use of pilot group(s) for initial recruitment.

Participants

N =400; 323 self-administered vs. 77 provider-administered

Nepal. 4 sites: 2 tertiary teaching hospitals and 2 family planning clinics (3 sites in Kathmandu and 1 in
Dharan)

Inclusion criteria: Women seeking termination with intrauterine pregnancy up to 56 days since last
menstrual period; lived or worked within reasonable distance of study site; in good general health; no
contraindications to mifepristone or misoprostol; willing to return for follow-up

Interventions

200 mg oral mifepristone in clinic + 400 pg oral misoprostol 2 days later either a) at home or b) at the
clinic, + 500 mg paracetamol

Outcomes Success of medical abortion (not defined)
Secondary outcomes include: complications; side effects; acceptability; adherence; contact with health
services
Funding An anonymous donor provided financial support for this study
Notes
Li2017
Methods Randomized controlled trial

February 2012 to May 2015

Participants

N = 744; 372 self-administered vs. 372 provider administered
China. 5 sites: Institute of OB/GYN and 4 hospitals

Inclusion criteria: Women aged 15 to 45 years with normally regular menstrual cycles and 35 days of
amenorrhea

Interventions

75 mg oral mifepristone at the initial hospital visit followed by oral 400 mcg misoprostol 24 hours later
either in the hospital or by self-administration
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Li 2017 (Continued)

Outcomes Success of medical abortion defined as complete abortion without surgical intervention
Secondary outcomes include: side effects; satisfied or highly satisfied; and did not complete protocol
Funding The author(s) disclosed receipt of the following financial support for the research, authorship, and/or
publication of this article: Support for this research was provided by the Start-Up Fund for Talents of
the Third Affiliated Hospital of Guangzhou Medical University (2012); the Prevention and Control of Ma-
jor Obstetric Disease major collaborative innovation project of the Educational Bureau of Guangzhou
City (medical and health grant no. 13xt04, 2013); and the Collaborative Innovation Center for Preven-
tion and Control of Major Obstetric Disease collaborative innovation platform of the educational and fi-
nancial departments of Guangdong Province (regional development grant, 2014)
Notes
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Quote: "Equal numbers of enrolled participants were allocated randomly to
tion (selection bias) the hospital administration and self-administration groups." p 732
Comment: Although, the study authors did not describe the method used to
generate allocation sequence, they state that participants were allocated ran-
domly to the 2 groups
Allocation concealment Unclear risk Unclear risk of bias due to lack of detail about concealment of allocations prior
(selection bias) to assignment
Blinding of participants High risk Quote: "For women in both groups, 2 follow-up appointments were sched-
and personnel (perfor- uled in the 2 consecutive weeks after misoprostol administration. For the hos-
mance bias) pital administration group, follow-up visits to the hospital involved serum b-
All outcomes hCG detection and vaginal ultrasonic examination, and participants were ob-
served for 6 hours after misoprostol administration." For the self-administra-
tion group, 2 telephone calls were scheduled for urine hCG self-detection and
discomfort self-assessment follow-ups." "For both groups, final follow-up oc-
curred after the completion of posttreatment menstruation. At this time, par-
ticipants’ daily logs and satisfaction questionnaires were collected and ana-
lyzed" p 733
Comment: Study authors did not explain methods to address blinding. Partic-
ipants knew if they were undergoing self-administration or provider adminis-
tration (e.g. blinded). Unlikely personnel were blinded by treatment allocation
because protocols differed, and groups therefore received different attention
Blinding of outcome as- High risk At follow-up/outcome assessment, participants' daily logs and satisfaction
sessment (detection bias) questionnaires were collected and analyzed, likely revealing treatment. p 733
All outcomes
Study authors do not describe whether outcome assessment was blinded
Incomplete outcome data  Low risk Quote: "Atotal of 744 participants (372 per group) were recruited for this study.
(attrition bias) After the exclusion of 2 participants in the hospital administration group who
All outcomes failed to return to the hospital for misoprostol administration and 7 partici-
pants in the self-administration group who were lost during follow-up, analy-
ses included data from 370 participants in the hospital administration group
and 365 in the self-administration group who completed follow-ups (Figure
1)"p733
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Li 2017 (Continued)

Comment: Low risk of attrition bias due to complete description of number of
attrition and excluded numbers in each intervention group. However, authors
do not describe reasons for attrition

Selective reporting (re-
porting bias)

Unclear risk No significant differences in age, length of menstrual cycle, history of pregnan-
cy or delivery, duration of amenorrhea, serum b-hCG level, size of gestational
sac or endometrial status (as detected by vaginal ultrasound), or percentage
of discernibly expelled gestational sacs were observed between the groups

Low risk of reporting bias because authors state both statistically significant
differences as well as no statistically significant differences, and outline may
types of failures in addition to success

Other bias

Unclear risk Quote "All participants were from a single city affiliated with our medical uni-
versity. Future studies should be expanded to include participants from mul-
tiple centers in diverse cities and provinces or even involve national-level col-
laboration". P 737

Comment: Although there were no significant differences at baseline between
hospital and self-groups of this study, it is unclear if these groups are represen-
tative of all women seeking induced abortion in the community. It is unclear
how the selection of participants from/affiliated with only one site could intro-
duce bias

Quote: "Three times as many participants autonomously chose to enrollin the
self-administration group as those who chose hospital administration during
the same period." p 734

Comment: Unclear how the option to autonomously choose group introduces
selection bias into the study (how this interferes with randomization as a non-
random approach to categorization)

Ngoc 2004

Methods

Prospective cohort, open-label study
January 2001 to December 2001

Use of pilot group(s) for initial recruitment

Participants

N = 1564; 1390 self-administered vs. 174 provider-administered

Vietnam. 8 sites: 1 peri-urban district hospital and 3 urban tertiary hospitals, and 4 urban, state-run ma-
ternal-child health family planning clinics

Inclusion criteria: All participants had intrauterine pregnancy < 56 days LMP, and had no known aller-
gies to mifepristone or misoprostol. Women were expected to live or work within an hour of the study
clinic and be willing to return for at least 1 follow-up visit

Interventions

200 mg oral mifepristone in clinic followed by 400 mcg oral misoprostol 2 days later either in clinic or at
home, + 8 x 500 mg paracetamol to take as needed

Outcomes Success of medical abortion defined as complete abortion
Secondary outcomes include: surgical interventions; side effects; acceptability; worst/best features;
companionship; did not complete protocol; contact with health services
Funding NR
Self-administered versus provider-administered medical abortion (Review) 43

Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Ngoc 2004 (continued)

Notes Includes published data from Ngo 2011

Okonufua 2014

Methods Prospective cohort study
May 2005 to October 2006
Participants N =191; 159 self-administered vs. 32 provider-administered

Nigeria. 2 sites: Women's Health Research Centre in Benin City and Ahmadu Bello University Teaching
Hospital in Zaria

Inclusion criteria: Living or working within a reasonable distance of the study site; gestational age of
up to 63 days since LMP (determined by physical exam, menstrual history, and/or ultrasound), gener-
al good health, including absence of conditions contraindicating the use of mifepristone and misopros-
tol for pregnancy termination, and willingness to provide an address and/or telephone number for pur-
poses of follow-up

Interventions 200 mg oral mifepristone in clinic followed by 400 mcg oral misoprostol 2 days later either in clinic or at
home, + 4 x 500 mg paracetamol to take as needed

Outcomes Success of medical abortion (no definition beyond "method efficacy")
Funding The study was funded by an anonymous donor.
Notes Unpublished data obtained from trialist (Shochet)
Provansal 2009
Methods Prospective cohort study

February 2008 to July 2008

Participants N = 305; 143 self-administered vs. 162 provider-administered
France. Center of Social Gynecology of the Hospital of Conception (Marseille)

Inclusion in home protocol: included all the patients who did a drug-related abortion as part of the net-
work; request for abortion with the city gynecologist before 49 days of amenorrhea; patient who has
met the legal requirements in IVG material in France; patient understanding the explanations and ap-
pearing to respect the rules; acceptance of the home method; patient living less than an hour from the
hospital; patient with the opportunity to benefit from the presence of a trusted person for the first 3
hours after taking misoprostol; commitment to return for consultation 15 days after the initial visit

Interventions 600 mg oral mifepristone in clinic followed by 400 mcg oral misoprostol 36 to 48 hours later either in
clinicor at home

Outcomes Success of medical abortion defined as effectiveness of procedure; expulsion

Secondary outcomes include: surgical interventions; complications; acceptability; any companion;
contact with health services

Funding NR
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Provansal 2009 (continued)

Notes

Includes published data from Ngo 2011. Translated from French

Raghavan 2012

Methods

Prospective cohort study, operations research project

2006 to 2008 (2 phases)

Participants

N =2400

Vietnam. 10 Vietnam Family Planning Association (VINAFPA) clinics: 2 sites in first phase (beginning
2006) and 8 sites in second phase (beginning 2007)

Inclusion criteria: Confirmed pregnancy; gestation of up to 56 days from LMP; and general good health,
including absence of contraindications to using mifepristone and misoprostol for pregnancy termina-
tion. Participants also had to provide contact information for follow-up

Interventions

200 mg mifepristone in clinic + 400 pg oral misoprostol 2 days later either a) in clinic or b) at home, +
paracetamol or paracetamol plus codeine as needed

Outcomes Success of medical abortion (not defined)
Secondary outcomes include: adverse effects and acceptability
Funding The project was funded by an anonymous donor
Notes Trialist (Shochet) provided success of medical abortion and failure outcome data by group

Shrestha 2014

Methods

Randomized controlled trial

April 2011 to August 2012

Participants

N = 188; 94 self-administered vs. 94 provider-administered
Nepal. Department of OB/GYN, Chitwan Medical College teaching hospital

Inclusion criteria: Healthy women, more than 18 years, agreed to surgical termination if treatment
failed

Interventions

200 mg oral mifepristone in hospital followed by 800 mcg vaginal misoprostol 24 hours later either in
hospital or at home, + 100 mg nimesulide (analgesic) at time of miso insertion

Outcomes Medical abortion, defined as complete abortion (defined as passage of the products of conception
without the need for surgical evacuation) Secondary outcomes include: side effects and satisfaction

Funding NR

Notes

Risk of bias

Bias Authors' judgement  Support for judgement

Self-administered versus provider-administered medical abortion (Review)
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Shrestha 2014 (continued)

Random sequence genera-  Low risk
tion (selection bias)

Cochrane Database of Systematic Reviews

Quote: "Eligible women were allocated randomly to two groups using a com-
puter generated randomization sequence in blocks of variable size: Group

A- received vaginal administration of misoprostol by trained hospital staff
(the control group) and group B- self administration of vaginal misoprostol at
home (the study group)." p 186

Comment: Low risk of bias (biased allocation to intervention) because com-
puter-generated randomization sequencing should produce comparable
groups. There is therefore low risk of bias

Allocation concealment Unclear risk
(selection bias)

Quote: "Eligible women were allocated randomly to two groups using a com-
puter generated randomization sequence in blocks of variable size: Group

A- received vaginal administration of misoprostol by trained hospital staff
(the control group) and group B- self administration of vaginal misoprostol at
home (the study group)." p 186

Comment: Details on the method used to conceal the allocation sequence are
insufficient to determine whether interventions could have been foreseen in
advance of or during enrolment

Details of allocation not provided beyond use of "computer generated ran-
domization sequence in blocks of variable size"

Quote: "All women were given 200 mg mifepristone to take orally in the hospi-
tal. Women of the study group (i.e. home self administration of misoprostol)
were given four tablets of 200 mcg misoprostol to insert vaginally at home 24
hours later after giving detail instructions. Women of the control group were
asked to return after 24 hours to receive the misoprostol 800 mcg vaginally by
trained staff in the hospital and send home after half hour of rest." ... "During
follow up (where ultrasound was performed), women were questioned about
side effects, duration of bleeding and pain, overall acceptability about the pro-
cedure, bleeding, abdominal cramping and side effects." p 186

Comment: Study authors do not explicitly address blinding; however, given
the detail in the paper, blinding of participants and personnel to the knowl-
edge of which intervention a participant received did not occur

No measures were used to blind participants (not possible) or personnel
(possible) as to which intervention each participant received. For example,
study staff placed vaginal misoprostol in control-group participants. The out-
come was therefore likely to be influenced by lack of blinding and personnel's
awareness of which women received which treatment and their abortion expe-
rience (i.e. clinic visits/calls with reporting of side effects prior to follow-up vis-
it at 14 days)

Blinding of participants High risk
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- High risk

sessment (detection bias)
All outcomes

All women were asked to follow up after 14 days of misoprostol administration
and ultrasound was performed. They were also given instructions to come to
hospital if vaginal bleeding exceeded two soaked sanitary towels in one hour
for two consecutive hours. During follow up, they were questioned about side
effects, duration of bleeding and pain, overall acceptability about the proce-
dure, bleeding, abdominal cramping and side effects...

Quote: "During 14 days follow up if USG showed small retained product of
conception (POC) or clinically incomplete abortion 2nd dose 400 mcg miso-
prostol was administered vaginally and asked to follow after one week to re-
view USG. If the ultrasound scan on day 25-30 showed retained POC or still she
had bleeding, the woman was offered a surgical termination of pregnancy. All
women were permitted at any time to request a surgical procedure rather than
continuing to wait for expulsion. Those women who did not attend the follow
up scan answered questionnaires over the phone and complete abortion was
confirmed by negative pregnancy test carried out at home and regained regu-
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Shrestha 2014 (continued)

lar normal menstrual period. Women were considered lost to follow up when
their outcome of treatment was unknown and could not contact them by tele-
phone in spite of several attempts. Thus they were excluded from analysis." p
186

Comment: Study authors do not describe who the outcome assessors were;
however, based on the outcome assessment in the paper, we believe that out-
come assessors knew which intervention a participant received

No measures were used to blind outcome assessors from knowledge of which
intervention a participant received. The outcome measurement (abortion sta-
tus) was therefore likely to be influenced by the lack of blinding of study staff

Incomplete outcome data  Low risk Quote: "One hundred and eighty eight women were enrolled in this study that
(attrition bias) was randomized to group A (control) and group B (study): 94 in each group.
All outcomes Four women, two from each group lost to follow up despite several attempts

to contact by phone and excluded from analysis. Thus final analysis was per-
formed in 184 women- 92 in each group. Baseline demographics of the two
study groups were similar (Table 1)." p 187

Comment: Low risk of attrition bias due to complete description of attrition
numbers in each intervention group. However, authors do not describe rea-
sons for attrition. Missing outcome data were small and balanced in numbers
across intervention groups (2% losses in each group). Several attempts were
made to document their outcome of treatment, and no reasons for attrition
described. These unknown outcome data were excluded from analysis and
therefore unlikely to introduce bias

Selective reporting (re- Unclear risk Quote: "There was no statistically significantly difference between the groups
porting bias) in their side effects, patients overall acceptability of the procedure, vaginal
bleeding, abdominal cramps and adverse effects except for nausea" p 188

Comment: Low risk of reporting bias because authors state both statistical-
ly significant differences as well as no statistically significant differences be-
tween groups. Insufficient information available to assess for judgement of
risk. Outcomes of interest from protocol unknown. Types of failures, in addi-
tion to success, are detailed and analyzed

Other bias Unclear risk All participants were recruited from 1 teaching hospital. p 186

Comment: Although demographics of the 2 study groups were similar at base-
line, itis unclear if these groups are representative of all women seeking in-
duced abortion in the community. There is insufficient information to assess
whether the single site may introduce bias, or whether there may be an addi-
tional important risk of bias to consider in the study

Shuchita 2008

Methods Prospective cohort study
February 2005 to June 2005

Use of pilot group(s) for initial recruitment

Participants N =100

India. Family Welfare Center in the Department of OB/GYN at the Government Medical College in Nag-
pur, state of Maharashtra

Self-administered versus provider-administered medical abortion (Review) 47
Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= COCh rane Trusted evidence.
o § d decisions.
N LI b ra ry g‘eag:'leleal:lf.lswns

Shuchita 2008 (continued)

Cochrane Database of Systematic Reviews

Inclusion criteria: positive urine pregnancy test; intrauterine pregnancy of 56 days or less since LMP
based on clinical exam, menstrual history and ultrasound if required; good general health; no con-
traindications to mifepristone or misoprostol; lived within 1 hour of the clinic, and were willing to re-
turn for at least 2 additional visits

Interventions 200 mg oral mifepristone in hospital followed by 400 mcg sublingual misoprostol 2 days later, either in

hospital or at home, + 4 x 500 mg paracetamol to use as needed

Outcomes Sucess of medical abortion, defined as complete abortion
Secondary outcomes include: side effects; acceptability; best/worst features; companionship; compli-
ance; contact with health services

Funding NR

Notes

IVG: Interruption volontaire de grossesse; LMP: last menstrual period; MA: medical abortion; NR: not reported

Characteristics of excluded studies [ordered by study ID]

Study Reason for exclusion
Akin 2005 No primary outcome of interest
Akin 2009 No data comparing outcomes by self vs provider administration (tried to contact authors)

Arvidsson 2005

No self-administration of medical abortion

Blum 2004

No data comparing outcomes by self vs provider administration (tried to contact authors)

Chong 2015

No provider-administration of medical abortion

Conkling 2015

No provider-administration of medical abortion

Creinin 2007

No provider-administration of medical abortion

Gaudu 2013

No provider-administration of medical abortion

Gonzalez 2001

Women with missed, incomplete abortion, or intra-uterine fetal death

Kapp 2006 No self-administration of medical abortion

Koh 2017 No self-administration of medical abortion

Louie 2014 No data comparing outcomes by self vs provider administration (tried to contact authors)

Park 2013 No data comparing outcomes by self vs provider administration

Platais 2016 No provider-administration of medical abortion. Information from this study was used in the Back-

ground section

Raghavan 2013

No data comparing outcomes by self vs provider administration (tried to contact authors)

Rosen 1984

Did not use mifepristone or misoprostol
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Study Reason for exclusion

Swica 2013 No data comparing outcomes by self vs. provider administration

Tsereteli 2016 No data comparing outcomes by self vs. provider administration (tried to contact authors)

Characteristics of ongoing studies [ordered by study ID]

NCT02219100

Trial name or title Acceptability and feasibility of a demedicalized medical abortion regimen in the Caucasus

Methods This study examined the acceptability and feasibility of using a simplified regimen of medical abor-
tion in Armenia and Azerbaijan. It was hypothesized that home use of mifepristone and misopros-
tol, and buccal administration of misoprostol, would be both acceptable to women and efficacious.

Allocation: non-randomized

Intervention model: parallel assignment
masking: none (open label)

Primary purpose: health services research

Participants Inclusion criteria:

o 18yearsorolder

« Good general health

« Living or working close to the study site

« Intrauterine pregnancy less than 64 days gestation

« Willing and able to sign consent forms

« Eligible for medical abortion according to the clinician's assessment

« Ready access to a telephone and emergency transportation

« Willing to provide an address and/or telephone number for purposes of follow-up
« Agree to comply with the study procedures and visit schedule

Exclusion criteria:

« Confirmed or suspected ectopic pregnancy or undiagnosed adnexal mass
« |UDin place (IUD must be removed first)

o Chronic renal failure

« Concurrent long-term corticosteroid therapy

« History of allergy to mifepristone, misoprostol or other prostaglandin

« Hemorrhagic disorders or concurrent anticoagulant therapy

« Inherited porphyrias

« Other serious physical or mental health conditions

Interventions Drug: home administration of 200 mg mifepristone
Study arms:

« Experimental: home administration of mifepristone
o This arm consisted of women who chose home administration of 200 mg mifepristone.

o Intervention: drug: home administration of 200 mg mifepristone

« Nointervention: clinic administration of mifepristone
o This arm consisted of women who underwent clinic administration of 200 mg mifepristone.

Outcomes Primary:
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NCT02219100 (Continued)

« Proportion of abortions that are complete without surgical intervention (unit: percent).
(time frame: 15 days)
o Percentage of women with complete abortion without the need of a surgical intervention.

« Efficacy (time frame: 15 days)
o Percentage of women with complete abortion without the need of a surgical intervention.

Secondary:

« Proportion of women satisfied with procedure (unit: percent) and with side effects (unit: percent).
(time frame: 15 days)
o Woman's satisfaction with her medical abortion procedure and side effects experienced.

o Acceptability (time frame: 15 days)
o Woman's satisfaction with her medical abortion procedure and side effects experienced.

Other prespecified outcomes:

o Acceptability (time frame: 15 days)

« Woman's satisfaction with her medical abortion procedure and side effects experienced.
« Proportion of women who select home-use of Mifepristone (time frame: 1 week)

« Proportion of women who select home-use of Misoprostol (time frame: 1 week)

Starting date

November 2010

Contact information

Principal Investigator: Beverly Winikoff, Gynuity Health Projects
Principal Investigator: Rena Bagirova, Antenatal Clinic

Principal Investigator: Mehriban Huseynova, Gynecology Department of the Central Regional Hos-
pital

Principal Investigator: Aram Avalyan, Vanadzor Hospital #1

Principal Investigator: Alla Minasyan, Gyumri Maternity Hospital

Notes

Study located in Armenia and Azerbaijan

NCT02981030

Trial name or title

Acceptability and feasibility of a simplified medical abortion service delivery in Western Ukraine: a
demonstration study of 800 mcg buccal misoprostol following 200 mg mifepristone for abortion up
to 70 days gestation

Methods

Interventional (clinical trial)

Participants

Inclusion criteria:

« Have an intrauterine pregnancy consistent with gestational age less than 71 days;
« Beable to understand and willing to sign a consent form;
« Beeligible for medical abortion according to the clinician's assessment;

« Be able to return to the clinic and able to contact study staff or emergency medical services, if
needed;

« Bewilling to provide an address and/or telephone number for purposes of follow-up;
« Agree to comply with the study procedures and visit schedule.

Exclusion criteria:

« Confirmed or suspected ectopic pregnancy or undiagnosed adnexal mass;
« Chronicrenal failure;

Self-administered versus provider-administered medical abortion (Review) 50
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« Concurrent long-term corticosteroid therapy;

« History of allergy to mifepristone, or misoprostol or another prostaglandin;

« History of hemorrhagic disorders or concurrent anticoagulant therapy;

« History of inherited porphyrias;

« Intrauterine device in place (must be removed before mifepristone is administered).

Interventions

Experimental: Simplified medical abortion

Women seeking medical abortion will be offered the option self-administering the medications,
mifepristone and misoprostol at home

Drug: Mifepristone. Women seeking medical abortion will be offered the option to take mifepris-
tone athome

Drug: Misoprostol. Women seeking medical abortion will be offered the option to take misoprostol
at home. Misoprostol will be administered buccally

Outcomes

Rate of successful abortion (time frame: 2 weeks after mifepristone administration)

Starting date

23 November 2016

Contact information

Principal investigator: Ingrida Platais, Gynuity Health Projects
Principal investigator: Tamar Tsereteli, Gynuity Health Projects
Principal investigator: Beverly Winikoff, Gynuity Health Projects

Study Director: Galyna Maystruk, Charitable Foundation Women Health & Family Planning

Notes

Study located in Ukraine

NCT02985229

Trial name or title

Acceptability and feasibility of medical abortion in Singapore

Methods

Interventional (clinical trial)

Participants

Inclusion criteria:

« Have an intrauterine pregnancy consistent with gestational age < 70 days
o Aged 21 years or over

« Bewilling and able to sign consent forms

« Beeligible for abortion according to current hospital guidelines

« Be able to return to the clinic and able to contact study staff or emergency medical services if
needed

« Bewilling to provide an address, email and/or telephone number for purposes of follow-up
« Agree to comply with the study procedures and visit schedule

Exclusion criteria:

« confirmed or suspected ectopic pregnancy or undiagnosed adnexal mass
« Chronicrenal failure

« Concurrent long-term corticosteroid therapy

« History of inherited porphyrias

« |UDin place (must be removed after mifepristone is administered).

Interventions

Experimental: all participants
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All participants in the study will be given the option of home administration of 200 mg oral mifepri-
stone and 800 pg buccal misoprostol for medical abortion

Drug: Mifepristone

The option of home or clinic administration of 200 mg oral mifepristone
Drug: Misoprostol: 800 ug buccal misoprostol through 70 days from the last menstrual period fol-
lowing administration of mifepristone

Outcomes Primary:

« Rate of successful abortion (time frame: 7 to 10 days after mifepristone administration).
o Proportion of abortions that are complete without surgical intervention

Secondary:

« Satisfaction with the medical abortion method (time frame: 7 to 10 days after mifepristone ad-
ministration).
o Proportion of women who are satisfied with the medical abortion method

o Preferred location of mifepristone administration (time frame: the day of enrollment).
o Proportion of women who select home use of mifepristone

Starting date October 2016
Contact information Principal investigator: Beverly Winikoff, Gynuity Health Projects
Notes Study located in Singapore

NCT03346629
Trial name or title Outpatient service for mid-trimester termination of pregnancy
Methods Interventional (clinical trial)
Participants Inclusion criteria:

« Have an ongoing pregnancy of 13 to 18 weeks gestation

o Meet legal criteria to obtain an abortion at 13 to 18 weeks gestation (legal criteria include preg-
nancy resulting from rape or incest, fetal malformation and/or if the pregnancy affects the phys-
ical or mental health of the woman)

« Hasaccess to a phone where she can be reached at the 2-week follow-up
« Bewilling to follow study procedures

Exclusion criteria:

« Known allergy to mifepristone or misoprostol/prostaglandin or other contraindications to the use
of mifepristone or misoprostol

« Any contraindications to vaginal delivery
« More than one prior cesarean delivery
« Living more than two hours away from the hospital

Interventions Experimental: mifepristone + misoprostol
Intervention: 200 mg mifepristone followed 24 to 48 hours later with 400 mcg misoprostol

A single dose of 200 mg mifepristone (1 tablet) to be taken orally either at home or at the hospital,
followed 24 to 48 hours later with 400 mcg misoprostol (buccal) at home. The participant will re-
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NCT03346629 (Continued)

turn to the hospital 1 - 2 hours after taking the initial dose of misoprostol to receive repeated doses
of 400 mcg misoprostol until the abortion occurs

Outcomes Primary:

o Successful medical abortion (time frame: 0 to 48 hours after first dose of mifepristone).
o Proportion of women who have a successful medical abortion without recourse to surgical
intervention and return home on the same day as misoprostol induction

Secondary:

« Induction-to-abortion interval (time frame: 0 to 48 hours after first misoprostol dose)
o Median time elapsed between administration of the first misoprostol dose until expulsion of
both fetus and placenta

« Total dose of misoprostol (time frame: 0 to 48 hours after first misoprostol dose).
o Average number of doses of misoprostol
« Safety - Proportion of participants who experience at least one of the following: extramural deliv-
ery, hemorrhage requiring transfusion, infection, uterine rupture, prolonged hospitalization, any
complications (time frame: 2 weeks after initial visit).
o Proportion of participants who experience at least one of the following: extramural delivery,
hemorrhage requiring transfusion, infection, uterine rupture, prolonged hospitalization, any
complications

« Tasks performed by certified staff (time frame: 0 to 72 hours after receipt of mifepristone).
o Type of task performed (i.e. counseling, monitoring vital signs, administering drugs, monitor-
ing woman's condition, post-abortion contraception, managing discharge)

« Hospital admission time (time frame: within 0 to 48 hours after the second dose of misoprostol).
o Average total hospital admission time

« Side effects (time frame: 0 to 48 hours after first dose of misoprostol).
o Proportion of participants experiencing side effects (severity incidence, and severity of pain
based on a 0 to 10 point scale)
« Initiation-to-abortion interval (time frame: 0 to 72 hours after receipt of mifepristone).
o Median time elapsed between administration of the mifepristone dose until expulsion of both
fetus and placenta

Starting date 1 December 2017

Contact information Principal investigator: Jennifer Blum, Gynuity Health Projects
Principal investigator: Monica Dragoman, Gynuity Health Projects
Principal investigator: Chanda Karki, Kathmandu Medical College
Principal investigator: Dina Abbas, Gynuity Health Projects
Principal investigator: Beverly Winikoff, Gynuity Health Projects

Principal investigator: Anand Tamang, CREHPA

Notes Study located in Nepal

NCT03727308
Trial name or title Study of clinic-based versus self-use of medical abortion pills (MOC)
Methods Observational model: cohort

Time perspective: prospective

Sampling method: non-probability sample
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NCT03727308 (Continued)

Participants

Women who are pregnant and seeking abortion in study sites

« Women recruited from pharmacies

o Investigators will enroll women seeking medical abortion pills without prescription from phar-

macies
m Medical abortion pills sourced from pharmacies

o Intervention: behavioral: medical abortion pills sourced from pharmacies

« Women recruited from health clinics
o Investigators will enroll women seeking medical abortion pills from clinics
m  Medical abortion pills sourced from health clinics

o Intervention: behavioral: medical abortion pills sourced from health clinics

Interventions

« Behavioral: medical abortion pills sourced from pharmacies
o 1cohort using medical abortion pills sourced from pharmacies
« Behavioral: medical abortion pills sourced from health clinics
o 1 cohort using medical abortion pills sourced from health clinics

Outcomes

Need for additional treatment to complete abortion (Time frame: final assessment at 30 days fol-
lowing mifepristone administration)

The primary outcome of the study will be the need for additional treatment to complete the abor-
tion (either aspiration or repeated misoprostol) following a woman taking the medical abortion
pills

Starting date

30 May 2018

Contact information

Contact: Nathalie Kapp, MD, MPH; kappn@ipas.org

Contact: Erin Pearson, PhD, MPH; pearsone@ipas.org

Notes

Study located in Cambodia and Ghana

DATA AND ANALYSES

Comparison 1. Medical abortion - RCTs

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Success of medical abortion - RCTs 2 919 Risk Ratio (M-H, Random, 0.99[0.97, 1.01]

95% Cl)

Analysis 1.1. Comparison 1 Medical abortion - RCTs, Outcome 1 Success of medical abortion - RCTs.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Li2017 357/365 365/370 . 96.78% 0.99[0.97,1.01]
Shrestha 2014 82/92 80/92 } + 3.22% 1.02[0.92,1.14]
Favors provider-admin 1 Favors self-admin
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Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Total (95% Cl) 457 462 * 100% 0.99[0.97,1.01]
Total events: 439 (Self-administered), 445 (Provider-administered) ‘
Heterogeneity: Tau?=0; Chi*=0.63, df=1(P=0.43); 1>=0% ‘
Test for overall effect: Z=0.77(P=0.44) ‘
Favors provider-admin 1 Favors self-admin
Comparison 2. Medical abortion - NRS
Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Success of medical abortion - NRS 16 10124 Risk Ratio (M-H, Random, 95%  0.99[0.97, 1.01]

Cl)

Analysis 2.1. Comparison 2 Medical abortion - NRS, Outcome 1 Success of medical abortion - NRS.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Akin 2004 92/104 83/104 — 2.54% 1.11[0.98,1.25]
Alam 2013 485/520 98/109 T+ 5.79% 1.04[0.97,1.11]
Alam 2018 1558/1617 116/121 - 9.68% 1.01[0.97,1.04]
Bracken 2006 345/355 46/47 -+ 8.49% 0.99[0.95,1.04]
Bracken 2010 453/509 61/66 — 4.99% 0.96[0.89,1.04]
Dagousset 2004 114/120 286/289 —+ 8.96% 0.96[0.92,1]
Elul 2001 - Tunisia 158/170 22/25 [ e — 1.7% 1.06[0.91,1.23]
Elul 2001 - Vietnam 102/106 11/14 I e e— 0.55% 1.22[0.93,1.61]
Hajri 2004 233/241 76/82 T 5.99% 1.04[0.98,1.11]
lyengar 2016 308/327 352/373 - 9.94% 1[0.96,1.04]
Karki 2009 267/292 68/75 —t 4.57% 1.01[0.93,1.09]
Ngoc 2004 1231/1390 164/174 - 9.18% 0.94[0.9,0.98]
Okonufua 2014 152/159 32/32 —T 7.25% 0.97[0.92,1.02]
Provansal 2009 124/143 155/162 — 5.3% 0.91[0.84,0.97]
Raghavan 2012 1865/1933 347/366 + 11.8% 1.02[0.99,1.04]
Shuchita 2008 72/76 22/23 —t 3.25% 0.99[0.89,1.1]
Total (95% CI) 8062 2062 L 100% 0.99[0.97,1.01]
Total events: 7559 (Self-administered), 1939 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=31.45, df=15(P=0.01); 1?=52.31%
Test for overall effect: Z=0.72(P=0.47)
Favors provider-admin 1 Favors self-admin
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Comparison 3. Ongoing pregnancy - NRS

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Ongoing pregnancy 11 6691 Risk Ratio (M-H, Random, 95% Cl) 1.28[0.65, 2.49]

Analysis 3.1. Comparison 3 Ongoing pregnancy - NRS, Outcome 1 Ongoing pregnancy.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Akin 2004 2/104 1/104 —_—T— 7.86% 2[0.18,21.72]
Alam 2018 15/1617 1/121 —_ 11.01% 1.12[0.15,8.43]
Bracken 2006 2/355 1/47 — 7.89% 0.26[0.02,2.86]
Bracken 2010 4/509 1/67 e 9.44% 0.53[0.06,4.64]
Dagousset 2004 1/120 0/289 — 4.39% 7.19[0.29,175.26)
Haijri 2004 4/241 1/82 — 9.44% 1.36[0.15,12]
lyengar 2016 3/327 4/373 — 20.16% 0.86[0.19,3.79]
Karki 2009 9/292 0/75 e 5.57% 4.93[0.29,83.73]
Ngoc 2004 43/1390 1/174 . 11.45% 5.38[0.75,38.84]
Provansal 2009 1/143 2/162 — 7.83% 0.57[0.05,6.18]
Shuchita 2008 2/76 0/23 —— 4.96% 1.56[0.08,31.35]
Total (95% Cl) 5174 1517 <> 100% 1.28[0.65,2.49]
Total events: 86 (Self-administered), 12 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=7.85, df=10(P=0.64); 1>=0%
Test for overall effect: Z=0.72(P=0.47)
Favors self-admin 0.005 0.1 1 10 200 Favors provider-admin
Comparison 4. Any complication requiring surgical intervention
Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Any complication requiring surgical in- 3 2452 Risk Ratio (M-H, Random, 2.14[0.80,5.71]
tervention 95% Cl)

Analysis 4.1. Comparison 4 Any complication requiring surgical
intervention, Outcome 1 Any complication requiring surgical intervention.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Alam 2018 58/1617 5/121 + 36.41% 0.87[0.35,2.12]
Dagousset 2004 6/120 3/289 ‘ — 25.92% 4.82[1.22,18.95]
Provansal 2009 18/143 7/162 —.— 37.67% 291(125,6.77]
Favors self-admin  0-01 0.1 1 10 100 Favors provider-admin
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Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Total (95% Cl) 1880 572 - 100% 2.14[0.8,5.71]
Total events: 82 (Self-administered), 15 (Provider-administered)
Heterogeneity: Tau?=0.48; Chi®=5.7, df=2(P=0.06); 1*=64.88%
Test for overall effect: Z=1.51(P=0.13)
Favors self-admin  0-01 0.1 1 10 100 Favors provider-admin
Comparison 5. Complications
Outcome or subgroup No. of studies No. of partici- Statistical method Effect size
title pants
1 Hemorrhage 2 1005 Risk Ratio (M-H, Random, 95% Cl) 1.14[0.16, 8.03]
2 Infection 1 305 Risk Difference (M-H, Random, 95% Cl)  -0.01 [-0.03, 0.01]
3 Requiring hospitaliza- 2 2147 Risk Ratio (M-H, Random, 95% Cl) 1.58[0.08,29.81]
tion

Analysis 5.1. Comparison 5 Complications, Outcome 1 Hemorrhage.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
lyengar 2016 1/327 1/373 + 49.91% 1.14[0.07,18.16]
Provansal 2009 1/143 1/162 + 50.09% 1.13[0.07,17.95]
|
Total (95% Cl) 470 535 ¢ 100% 1.14[0.16,8.03]

Total events: 2 (Self-administered), 2 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=0, df=1(P=1); 1>=0%
Test for overall effect: Z=0.13(P=0.9)

Favors self-admin

0.001

_ 1 ‘
1 10 1000 Favors provider-admin

Analysis 5.2. Comparison 5 Complications, Outcome 2 Infection.

Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

Provansal 2009 0/143 2/162 - 100% -0.01[-0.03,0.01]
Total (95% CI) 143 162 * 100% -0.01[-0.03,0.01]
Total events: 0 (Self-administered), 2 (Provider-administered) ‘

Heterogeneity: Not applicable ‘

Test for overall effect: Z=1.14(P=0.25) ‘

Favors self-admin 0.2 0.1 0 0.1 0.2 Favors provider-admin
Self-administered versus provider-administered medical abortion (Review) 57
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Analysis 5.3. Comparison 5 Complications, Outcome 3 Requiring hospitalization.

Study or subgroup Self-admin- Provider- Risk Ratio Weight Risk Ratio
istration administration
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Alam 2018 2/1617 0/121 L] 51.46% 0.38[0.02,7.81]
Dagousset 2004 1/120 0/289 —B—) 48.54% 7.19[0.29,175.26]
Total (95% CI) 1737 410 ——ee R —— 100% 1.58[0.08,29.81]

Total events: 3 (Self-administration), 0 (Provider-administration)
Heterogeneity: Tau?=1.98; Chi*=1.78, df=1(P=0.18); 1>=43.96%
Test for overall effect: Z=0.3(P=0.76)

Favors self-admin  0-01 0.1 1 10 100 Favors provider-admin

Comparison 6. Incomplete medical abortion

Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size

tle

pants

1Incomplete

12 7645 Risk Ratio (M-H, Random, 95% CI) 1.12[0.81, 1.55]

Analysis 6.1. Comparison 6 Incomplete medical abortion, Outcome 1 Incomplete.

Study or subgroup Self-admin- Provider- Risk Ratio Weight Risk Ratio

istration administration

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

Akin 2004 8/104 11/104 _— 13.48% 0.73[0.3,1.73]
Alam 2013 25/520 7/109 — T 15.39% 0.75[0.33,1.69]
Alam 2018 9/1617 0/121 t 1.29% 1.43[0.08,24.47]
Bracken 2006 2/355 0/47 + 1.14% 0.67[0.03,13.83]
Bracken 2010 35/509 2/66 I s — 5.25% 2.27[0.56,9.22]
Hajri 2004 3/241 1/82 2.05% 1.02[0.11,9.68]
lyengar 2016 16/327 17/373 — 22.6% 1.07[0.55,2.09]
Karki 2009 11/292 5/75 —— 9.73% 0.57[0.2,1.58]
Li 2017 3/365 3/370 e a—— 4.07% 1.01[0.21,4.99]
Ngoc 2004 81/1390 6/174 I 15.32% 1.69[0.75,3.81]
Provansal 2009 14/143 4/162 —_— 8.66% 3.97[1.34,11.77]
Shuchita 2008 1/76 0/23 + 1.03% 0.94[0.04,22.21]
Total (95% CI) 5939 1706 L 2 100% 1.12[0.81,1.55]
Total events: 208 (Self-administration), 56 (Provider-administration)
Heterogeneity: Tau?=0; Chi*=11.13, df=11(P=0.43); 1’=1.21%
Test for overall effect: Z=0.71(P=0.48)

Favors self-admin 002 0.1 1 10 50 Favors provider-admin
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Comparison 7. Side effects (dichotomous)

Outcome or sub- No. of studies No. of partici- Statistical method Effect size
group title pants
1 Nausea 3874 Risk Ratio (M-H, Random, 95% Cl) 0.85[0.71, 1.02]
2 Heavy bleeding 3272 Risk Ratio (M-H, Random, 95% Cl) 1.04[0.91, 1.20]
3 Vomiting 3568 Risk Ratio (M-H, Random, 95% Cl) 1.09[0.89, 1.34]
4 Pain/cramps 1640 Risk Ratio (M-H, Random, 95% Cl) 0.96 [0.86, 1.08]
5 Fever/chills 2643 Risk Ratio (M-H, Random, 95% Cl) 1.08[0.89,1.31]
6 Diarrhea 3286 Risk Ratio (M-H, Random, 95% Cl) 0.96[0.72, 1.29]
Analysis 7.1. Comparison 7 Side effects (dichotomous), Outcome 1 Nausea.
Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Alam 2013 176/520 54/109 - 19.93% 0.68[0.55,0.86]
Alam 2018 1137/1617 86/121 - 25.57% 0.99[0.88,1.11]
Bracken 2006 174/279 18/27 —— 16.94% 0.94[0.71,1.24]
Li2017 63/365 62/370 —— 15.18% 1.03[0.75,1.42]
Okonufua 2014 37/154 11/30 — 7.93% 0.66[0.38,1.13]
Shrestha 2014 5/92 15/92 _— 3.12% 0.33[0.13,0.88]
Shuchita 2008 39/75 13/23 —— 11.33% 0.92[0.6,1.4]
Total (95% Cl) 3102 772 & 100% 0.85[0.71,1.02]
Total events: 1631 (Self-administered), 259 (Provider-administered)
Heterogeneity: Tau?=0.03; Chi*=14.84, df=6(P=0.02); 1*=59.57%
Test for overall effect: Z=1.76(P=0.08)
Favors self-admin 005 02 1 5 20

Analysis 7.2. Comparison 7 Side effects (dichotomous), Outcome 2 Heavy bleeding.

Favors provider-admin

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

Alam 2013 363/520 71/109 h 34.23% 1.07[0.92,1.24]
Alam 2018 3/1617 0/121 0.23% 0.53[0.03,10.16]
lyengar 2016 21/290 12/333 —— 3.93% 2.01[1.01,4.01]
Okonufua 2014 133/154 27/30 36.64% 0.96[0.84,1.1]
Shuchita 2008 64/75 19/23 24.97% 1.03[0.84,1.27]
Total (95% Cl) 2656 616 100% 1.04[0.91,1.2]

Total events: 584 (Self-administered), 129 (Provider-administered)
Heterogeneity: Tau?=0.01; Chi*=6.99, df=4(P=0.14); 1>=42.73%

Favors self-admin

e

0.01 0.1 10 100

Favors provider-admin
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Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Test for overall effect: Z=0.59(P=0.56)
Favors self-admin 0.01 0.1 1 10 100 Favors provider-admin

Analysis 7.3. Comparison 7 Side effects (dichotomous), Outcome 3 Vomiting.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Alam 2013 123/520 28/109 —+ 32.54% 0.92[0.65,1.31]
Alam 2018 474/1617 28/121 J'.' 36.82% 1.27[0.91,1.77]
Li 2017 14/365 16/370 —— 8.29% 0.89[0.44,1.79]
Okonufua 2014 45/154 4/30 — 4.59% 2.19[0.85,5.64]
Shrestha 2014 5/92 6/92 —— 3.09% 0.83[0.26,2.63]
Shuchita 2008 34/75 10/23 — 14.68% 1.04[0.61,1.77]
Total (95% Cl) 2823 745 * 100% 1.09[0.89,1.34]
Total events: 695 (Self-administered), 92 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=4.35, df=5(P=0.5); 1>=0%
Test for overall effect: Z=0.84(P=0.4)
Favors self-admin  0-01 0.1 1 10 100 Favors provider-admin

Analysis 7.4. Comparison 7 Side effects (dichotomous), Outcome 4 Pain/cramps.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
lyengar 2016 17/290 14/333 } 2.91% 1.39[0.7,2.78]
Li2017 177/365 188/370 » 65.28% 0.95[0.82,1.1]
Okonufua 2014 94/154 20/30 —_— 17.33% 0.92[0.69,1.21]
Shuchita 2008 52/75 16/23 —_— 14.48% 1[0.73,1.36]
Total (95% CI) 884 756 < 100% 0.96[0.86,1.08]
Total events: 340 (Self-administered), 238 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=1.33, df=3(P=0.72); 1>=0%
Test for overall effect: Z=0.61(P=0.54)
Favors self-admin 05 07 1 15 2 Favors provider-admin

Analysis 7.5. Comparison 7 Side effects (dichotomous), Outcome 5 Fever/chills.

Study or subgroup Self-admin- Provider- Risk Ratio Weight Risk Ratio
istration administration
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Alam 2018 739/1617 53/121 - 82.68% 1.04[0.85,1.29]
lyengar 2016 22/290 21/333 —“’— 10.82% 1.2[0.68,2.14]
Favors self-admin 0.1 02 05 1 2 5 10 Favors provider-admin
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Study or subgroup Self-admin- Provider- Risk Ratio Weight Risk Ratio
istration administration
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Okonufua 2014 19/154 4/30 —H 3.57% 0.93[0.34,2.53]
Shuchita 2008 23/75 3/23 I e E— 2.93% 2.35[0.78,7.13]
Total (95% Cl) 2136 507 L 2 100% 1.08[0.89,1.31]

Total events: 803 (Self-administration), 81 (Provider-administration)
Heterogeneity: Tau?=0; Chi?=2.29, df=3(P=0.51); 1>=0%
Test for overall effect: Z=0.8(P=0.42)

s
Favors self-admin 0.1 02 05 1 2 5 10 Favors provider-admin

Analysis 7.6. Comparison 7 Side effects (dichotomous), Outcome 6 Diarrhea.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio

ministered administered

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

Alam 2013 119/520 31/109 .’ 55.46% 0.8[0.57,1.13]
Alam 2018 218/1617 11/121 T 23.14% 1.48[0.83,2.64]
Li 2017 15/365 16/370 — 16.78% 0.95[0.48,1.89]
Shrestha 2014 4/92 4/92 s e— 4.63% 1[0.26,3.88]
Total (95% CI) 2594 692 <& 100% 0.96[0.72,1.29]
Total events: 356 (Self-administered), 62 (Provider-administered)
Heterogeneity: Tau?=0.01; Chi?=3.35, df=3(P=0.34); 1>=10.52%
Test for overall effect: Z=0.25(P=0.8)

Favors self-admin  0-01 0.1 1 10 100 Favors provider-admin
Comparison 8. Acceptability
Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Satisfied or highly satisfied 13 7582 Risk Difference (M-H, Random, 95% 0.01[-0.03, 0.05]
cl)
2 Would choose MA again 6 3515 Risk Difference (M-H, Random, 95% 0.02 [-0.04, 0.09]
cl)
3 Would recommend to a 6 3513 Risk Difference (M-H, Random, 95% 0.06 [-0.04, 0.15]
friend Cl)

Analysis 8.1. Comparison 8 Acceptability, Outcome 1 Satisfied or highly satisfied.

Study or subgroup Provider- Self-ad- Risk Difference Weight Risk Difference
administered ministered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Alam 2013 479/520 102/109 + 8.28% -0.01[-0.07,0.04]
Favors provider-admin 0.4 0.2 0 02 04 Favors self-admin
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Study or subgroup Provider- Self-ad- Risk Difference Weight Risk Difference
administered ministered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Alam 2018 1541/1617 113/121 T 8.53% 0.02[-0.03,0.06]
Bracken 2010 448/494 60/65 4 7.48% -0.02[-0.09,0.05]
Dagousset 2004 118/120 209/289 — 8.07% 0.26[0.2,0.32]
Hajri 2004 208/221 68/77 T+ 7.09% 0.06[-0.02,0.14]
lyengar 2016 276/290 320/331 —r 9.02% -0.02[-0.05,0.02]
Karki 2009 250/283 71/73 — 8.22% -0.09[-0.14,-0.04]
Li 2017 360/365 365/370 -+ 9.36% -0[-0.02,0.02]
Ngoc 2004 1150/1384 159/174 — 8.5% -0.08[-0.13,-0.04]
Okonufua 2014 146/153 30/30 — 8.1% -0.05[-0.1,0.01]
Provansal 2009 99/101 105/113 —— 8.15% 0.05[-0,0.11]
Shrestha 2014 77/92 77/92 —_—t 5.81% 0[-0.11,0.11]
Shuchita 2008 60/75 19/23 —t 3.4% -0.03[-0.21,0.15]
Total (95% CI) 5715 1867 > 100% 0.01[-0.03,0.05]
Total events: 5212 (Provider-administered), 1698 (Self-administered)
Heterogeneity: Tau?=0; Chi*=115.76, df=12(P<0.0001); 1*=89.63%
Test for overall effect: Z=0.39(P=0.7) ‘ ‘ ‘ ‘
Favors provider-admin 0.4 0.2 0 0.2 04 Favors self-admin

Analysis 8.2. Comparison 8 Acceptability, Outcome 2 Would choose MA again.

Study or subgroup Provider- Self-ad- Risk Difference Weight Risk Difference

administered ministered

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

Alam 2018 1526/1617 114/121 — 18.9% 0[-0.04,0.04]
Dagousset 2004 93/120 172/289 — 13.96% 0.18[0.09,0.27]
lyengar 2016 24/288 38/329 — 18.56% -0.03[-0.08,0.01]
Karki 2009 254/280 68/73 — 16.64% -0.02[-0.09,0.04]
Okonufua 2014 148/154 30/30 —* 17.89% -0.04[-0.09,0.02]
Provansal 2009 92/101 90/113 s — 14.06% 0.11[0.02,0.21]
Total (95% CI) 2560 955 P 100% 0.02[-0.04,0.09]
Total events: 2137 (Provider-administered), 512 (Self-administered)
Heterogeneity: Tau?=0; Chi?=29.73, df=5(P<0.0001); I>=83.18%
Test for overall effect: Z=0.79(P=0.43)

.
Favors provider-admin 0

Analysis 8.3. Comparison 8 Acceptability, Outcome 3 Would recommend to a friend.

I
.2 -0.1 0 0.1

0.2

Favours self-admin

Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Alam 2018 1572/1617 114/121 - 17.46% 0.03[-0.01,0.07]
Dagousset 2004 95/120 146/289 —— 15.38% 0.29[0.19,0.38]
lyengar 2016 64/288 45/329 -+ 16.83% 0.09[0.02,0.15]
Karki 2009 260/280 72/73 + 17.52% -0.06[-0.1,-0.02]
Favors provider-admin -1 0.5 0 0.5 1 Favors self-admin
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Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Okonufua 2014 150/152 30/30 + 17.27% -0.01[-0.06,0.04]
Provansal 2009 90/101 96/113 +‘— 15.54% 0.04[-0.05,0.13]
Total (95% CI) 2558 955 0.06[-0.04,0.15]

Total events: 2231 (Self-administered), 503 (Provider-administered)
Heterogeneity: Tau?=0.01; Chi*=84.89, df=5(P<0.0001); 1>=94.11%
Test for overall effect: Z=1.21(P=0.23)

Favors provider-admin

|
- 100%
|
|
0

0.5 1

Comparison 9. Compliance with protocol - see 'Additional tables'

Favors self-admin

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Perfect use 3 2988 Risk Difference (M-H, Random, 95% -0.00 [-0.02, 0.02]
Cl)

2 Did not complete protocol 4 2164 Risk Difference (M-H, Random, 95%  -0.01 [-0.03, 0.02]
Cl)

3 Misoprostol not taken on 4 2608 Risk Difference (M-H, Random, 95% -0.00 [-0.03, 0.02]

time Cl)

4 Did not return to confirm 3 2988 Risk Difference (M-H, Random, 95% -0.01[-0.04, 0.03]

abortion status

cl)

Analysis 9.1. Comparison 9 Compliance with protocol - see 'Additional tables', Outcome 1 Perfect use.

Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Alam 2013 519/540 109/111 —I+ 29.67% -0.02[-0.05,0.01]
Alam 2018 1595/1617 117/121 +'— 26.5% 0.02[-0.01,0.05]
Bracken 2010 528/530 69/69 '*' 43.82% -0[-0.02,0.02]
Total (95% CI) 2687 301 ‘ -0[-0.02,0.02]

Total events: 2642 (Self-administered), 295 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=3.44, df=2(P=0.18); 1’>=41.85%
Test for overall effect: Z=0.26(P=0.8)

Favors provider-admin

-0.2

2 100%
|
|
0

-0.1 0.1 0.2

Favors self-admin
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Analysis 9.2. Comparison 9 Compliance with protocol - see 'Additional tables', Outcome 2 Did not complete protocol.

Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference

ministered administered

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

Bracken 2010 2/530 0/69 - 30.08% 0[-0.02,0.02]
lyengar 2016 2/333 14/389 - 30.25% -0.03[-0.05,-0.01]
Li2017 7/372 2/372 el 32.85% 0.01[-0,0.03]
Shuchita 2008 1/76 1/23 . m— 6.81% -0.03[-0.12,0.06]
Total (95% CI) 1311 853 L 2 100% -0.01[-0.03,0.02]
Total events: 12 (Self-administered), 17 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=12.85, df=3(P=0); 1’=76.66%
Test for overall effect: Z=0.44(P=0.66) ‘ ‘ ‘ ‘

Favors self-admin 02 -01 0 01 02 Favors provider-admin

Analysis 9.3. Comparison 9 Compliance with protocol - see
'Additional tables', Outcome 3 Misoprostol not taken on time.

Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

Alam 2013 1/540 0/111 - 63.58% 0[-0.01,0.01]
Alam 2018 22/1617 4/121 — 27.03% -0.02[-0.05,0.01]
Elul 2001 - Vietnam 2/106 0/14 — Tt 4.31% 0.02[-0.08,0.11]
Shuchita 2008 1/76 1/23 s 5.09% -0.03[-0.12,0.06]
Total (95% Cl) 2339 269 ¢ 100% -0[-0.03,0.02]

Total events: 26 (Self-administered), 5 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=3.98, df=3(P=0.26); 1?=24.54%
Test for overall effect: Z=0.46(P=0.64)

‘ ‘
Favors self-admin ©02-01 0 01 02 Favors provider-admin

Analysis 9.4. Comparison 9 Compliance with protocol - see 'Additional
tables', Outcome 4 Did not return to confirm abortion status.

Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

Alam 2013 20/540 2/111 {I’ 38.52% 0.02[-0.01,0.05]
Alam 2018 2/1617 4/121 "{ 36.7% -0.03[-0.06,0]
Bracken 2010 19/530 3/69 —+ 24.78% -0.01[-0.06,0.04]
Total (95% Cl) 2687 301 * 100% -0.01[-0.04,0.03]
Total events: 41 (Self-administered), 9 (Provider-administered) ‘

Heterogeneity: Tau?=0; Chi*=5.42, df=2(P=0.07); 1>=63.12% ‘

Test for overall effect: Z=0.36(P=0.72) ‘

Favors self-admin 0.4 0.2 0 0.2 0.4 Favors provider-admin
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Comparison 10. Contact with health services

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants

1 Called clinic/hotline 6 5277 Risk Ratio (M-H, Random, 95% Cl) 1.35[0.65,2.81]

2 Unscheduled clinic visits 6 5774 Risk Difference (M-H, Random, -0.01[-0.04, 0.03]

95% Cl)

Analysis 10.1. Comparison 10 Contact with health services, Outcome 1 Called clinic/hotline.

Study or subgroup Self-ad- Provider- Risk Ratio Weight Risk Ratio
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Alam 2013 71/629 21/629 —— 18.59% 3.38[2.1,5.43]
Alam 2018 564/1619 66/125 - 19.92% 0.66[0.55,0.79]
Elul 2001 - Vietnam 8/106 1/14 — 8.02% 1.06[0.14,7.83]
Karki 2009 63/323 16/77 — 18.49% 0.94[0.58,1.53]
Ngoc 2004 216/1390 12/174 — 18.03% 2.25[1.29,3.94]
Okonufua 2014 39/159 7/32 — 16.95% 1.12[0.55,2.28]
Total (95% CI) 4226 1051 - 100% 1.35[0.65,2.81]
Total events: 961 (Self-administered), 123 (Provider-administered)
Heterogeneity: Tau?=0.69; Chi*=64.92, df=5(P<0.0001); I*=92.3%
Test for overall effect: Z=0.81(P=0.42)
Favours self-admin  0.01 0.1 1 10 100 Favours provider-admin

Analysis 10.2. Comparison 10 Contact with health services, Outcome 2 Unscheduled clinic visits.

Study or subgroup Self-ad- Provider- Risk Difference Weight Risk Difference
ministered administered
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Alam 2013 8/629 3/629 - 27.17% 0.01[-0,0.02]
Alam 2018 129/1617 13/121 — 17.03% -0.03[-0.08,0.03]
lyengar 2016 47/290 72/333 — 16% -0.05[-0.12,0.01]
Karki 2009 36/323 13/77 —t 10.68% -0.06[-0.15,0.03]
Ngoc 2004 126/1390 8/174 —— 22.48% 0.04[0.01,0.08]
Okonufua 2014 24/159 4/32 I S— 6.65% 0.03[-0.1,0.15]
Total (95% CI) 4408 1366 L 4 100% -0.01[-0.04,0.03]
Total events: 370 (Self-administered), 113 (Provider-administered)
Heterogeneity: Tau?=0; Chi*=19.76, df=5(P=0); 1’=74.7%
Test for overall effect: Z=0.29(P=0.77) ‘ ‘ ‘ ‘
Favors self-admin 0201 0 01 02 Favors provider-admin
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Table 1. Other data

Analyses

Missing data

Unpublished data

Unestimatable

data

Comments

PRIMARY ANALYSES

Successful med-
ical abortion

Alam 2013 - disaggregated data by group
from trialist

Alam 2018 - disaggregated data by group
from trialist

Dagousset 2004 - disaggregated data by
group was published in Ngo 2011

Ngoc 2004 - disaggregated data by group
was published in Ngo 2011

Raghavan 2012 - disaggregated data by
group from trialist

Okonufua 2014 - disaggregated data by
group from trialist

Successful med-
ical abortion -
subgroup analy-
sis on maximum
gestational age

Same as success of medical abortion

No GA (gestational age)
greater than 9 weeks

Successful med-
ical abortion-
subgroup analy-
sison LMRS vs
HRS

Same as success of medical abortion

Both RCTs in LMRS (low-
middle resource set-
tings)

Ongoing preg-
nancy meta-
analysis

Alam 2013: self =
3/520, provider =
3/?

Alam 2018 - disaggregated data by group
from trialist

Shrestha 2014:
self=0/92,
provider =0/92

Shrestha 2014 : not esti-
matable in meta analy-
sis because 0 events in
each group.

Alam 2013 : missing/not
included because there
was no data reported for
total number of women
in provider group.

Complications
requiring surgi-
calintervention
meta-analysis

Alam 2013: self =
35/7, provider=
11/?

Raghavan
2012:self=6/?,
provider=3/?

Alam 2018 - disaggregated data by group
from trialist

Complications
requiring surgi-
cal intervention

Dagousset 2004 - disaggregated data by
group was published in Ngo 2011

Alam 2013 : missing/not
included because we did
not have the total num-
ber of women in each
group. Raghavan 2012
:missing/not includ-

ed because we did not
have the total number of
women in each group.
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Table 1. Other data (continued)

subgroup analy-
sis on maximum
gestational age

Alam 2018 - disaggregated data by group
from trialist

Cochrane Database of Systematic Reviews

SECONDARY ANALYSES

Complications

Hematoma - No studies reported on
hematoma so notin-
cluded in meta-analysis

Hemorrhage - -

Infection - -

Requiring hospi-
talization

Alam 2018 - disaggregated data by group
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Advanced preg-

No studies reported

nancies, inc. complications of ad-
mortality vanced pregnancies so
not included in meta-
analysis
Incomplete Dagousset 2004 Alam 2013: disaggregated data by group Dagousset 2004 : Miss-
-no dataon from trialist and denominators were calcu- ing/not included be-
provider group lated by review authors using numerators cause we did not have
(self=5/120) and percent data data on the provider
group.
Alam 2018 - disaggregated data by group
from trialist
Acceptability
Acceptability - - Alam 2013: disaggregated data by group -
satisfied/high- from trialist and denominators were calcu-
ly satisfied with lated by review authors using numerators
medical abortion and percent data
method
Alam 2018 disaggregated data by group
from trialist
Dagousset 2004 disaggregated data by
group was published in Ngo 2011; denom-
inators were calculated by review authors
using numerators and percent data
Ngoc 2004 - denominators were calculated
by review authors from narrative in study
using numerators and percent data
Okonufua 2014 - disaggregated data by
group from trialist
Acceptability - Alam 2013 -no Alam 2013: disaggregated data by group Alam 2013 : missing/not

would choose

denominators

from trialist

included because we
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medical abortion
method again

(self=479/?,
provider=97/?)

Alam 2018 - disaggregated data by group
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

did not have the total
number of women in
each group

Okonufua 2014 - disaggregated data by
group from trialist

Acceptability -
would recom-
mend medical
abortion method
to a friend

Alam 2013 -no
denominators
(self=483/?,
101/?)

Alam 2018 - disaggregated data by group
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Hajri 2004 - no
denominators
(self=141/?,
provider=62/?)

Dagousset 2004 - denominators were calcu-
lated by review authors using numerators
and percent data

Alam 2013 : missing/not
included because we
did not have the total
number of women in
each group

Okonufua 2014 - disaggregated data by
group from trialist

Hajri 2004 : missing/not
included because we
did not have the total
number of women in
each group

Acceptability

- would select
home use of
misoprostol for

Alam 2018 - no
denominators
(self=1319/?,
provider =69/?)

Alam 2013: disaggregated data by group
from trialist

Alam 2018 : missing/not
included because we
did not have the total
number of women in

future medical each group
abortion
Shuchita 2008 Okonufua 2014 - disaggregated data by Shuchita 2008 : miss-
- no provider group from trialist ing/not included be-
group data (self cause we did not have
=66/75) data on the provider
group
Acceptablili- Alam 2018 - nu- Alam 2013 - disaggregated data by group Alam 2018 : missing/not
ty - would se- merators re- from trialist and denominators were calcu- included because we

lect clinic use of
misoprostol for
future medical
abortion

ceived from tri-
alists but no de-
nominators (self
=206/?, provider
=45/7)

lated by review authors using numerators
and percent data

Elul 2001 -
Tunisia; Elul 2001
-Vietnam - no
denominators
(Tunisia self =
7/?, provider
=10/?; Viet-

nam self=7/?,
provider =10/?)

Okonufua 2014 - disaggregated data by
group from trialist

did not have the total
number of women in
each group

Elul 2001 - Tunisia; Elul
2001 - Vietnam : miss-
ing/not included be-
cause we did not have
the total number of
women in each group

Side effects - dichotomous

Self-administered versus provider-administered medical abortion (Review)
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Table 1. Other data (continued)

Nausea - Alam 2013 - disaggregated data by group - -
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Alam 2018 - disaggregated data by group
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Okonufua 2014 - disaggregated data by
group from trialist

Heavy bleeding Alam 2013 - disaggregated data by group - -
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Alam 2018 - disaggregated data by group
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Okonufua 2014 - disaggregated data by
group from trialist

Vomiting - Alam 2013 - disaggregated data by group - -
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Alam 2018 - disaggregated data by group
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Okonufua 2014 - disaggregated data by
group from trialist

Pain/cramps - Okonufua 2014 - disaggregated data by - -
group from trialist

Fever/chills - Alam 2018 - disaggregated data by group - -
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Okonufua 2014 - disaggregated data by
group from trialist

Diarrhea - Alam 2013 - disaggregated data by group - -
from trialist and denominators were calcu-
lated by review authors using numerators
and percent data

Alam 2018 - disaggregated data by group
from trialist and denominators were calcu-

Self-administered versus provider-administered medical abortion (Review) 69
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Table 1. Other data (continued)

lated by review authors using numerators
and percent data

Side effects - continuous

Nausea

Heavy bleeding

Vomiting

Pain and cramps

Fever/chills

Diarrhea

Ngoc 2004 - no
standard devia-
tions available
for each group

Okonufua 2014 - disaggregated data by
group from trialist

Ngoc 2004 : missing/not
included because we
did not have standard
deviations available for
each group, only mean
days

No continuous data re-
ported for diarrhea

SUBSIDIARY ANALYSES

Compliance with protocol

Perfect use

Alam 2013: disaggregated data by group
from trialist

Alam 2018: disaggregated data by group
from trialist

Did not complete  Dagousset 2004 - Alam 2013: dis- Dagousset 2004 : miss-
protocol - no data avail- aggregated da- ing/not included be-
able for provider ta by group from  cause we did not have
group (self= trialist but not data on the provider
0/120) estimatable be- group.
cause both nu-
merators are Alam 2013 : Not es-
0 (self=0/540, timatable because 0
provider=0/109)  eventsin each group
Alam 2018: dis- Alam 2018 : not estimat-
aggregated da- able because 0 events
ta by group from  ineach group
trialist but not
estimatable be-
cause both nu-
merators are 0
(self=0/1617,
provider=0/117)
Misoprostol not Elul 2001 - Alam 2013: disaggregated data by group - Elul 2001 - Tunisia:

taken on time

Tunisia- no da-
ta available for
provider group

from trialist

Alam 2018: disaggregated data by group

missing/not includ-
ed because we did
not have data on the

(self=2/166) from trialist provider group
Did notreturnto  Dagousset 2004 Alam 2013 - disaggregated data by group - Dagousset 2004 : miss-
confirm abortion - no data avail- from trialist and denominators were calcu- ing/not included be-
status able for provider  lated by review authors using numerators cause we did not have
group (self= and percent data data on the provider
0/120) group

Self-administered versus provider-administered medical abortion (Review)
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Table 1. Other data (continued)

Alam 2018: disaggregated data by group
from trialist

Contact with health services

Called clinic/hot-
line

Dagousset 2004
- no denomina-
tors available for
either group (self
=0/?, provider =
0/7)

Alam 2013: disaggregated data by group
from trialist

Provansal 2009 -
no denominators
available for ei-
ther group (self =
5/2,7/7)

Alam 2018: disaggregated data by group
from trialist

Elul 2001 -
Tunisia - no de-
nominators
available (self =
27/?, provider =
8/7)

Okonufua 2014 - disaggregated data by
group from trialist and denominators were
calculated by review authors using numera-
tors and percent data

Dagousset 2004;

Elul 2001 - Tunisia;
Provansal 2009 : miss-
ing/not included be-
cause we did not have
the total number of
women in each group

Unscheduled
clinic visits

Elul 2001 -
Tunisia - no de-
nominator for
provider group
(self=13/166,
provider =6/?)

Alam 2013: disaggregated data by group
from trialist

Elul 2001 - Tunisia :
missing/not includ-
ed because we did
not have data on the
provider group

Provansal 2009 -
no denominators
available for ei-
ther group (self =
5/2,5/7)

Alam 2018: disaggregated data by group
from trialist

Provansal 2009 : miss-
ing/not included be-
cause we did not have
the total number of
women in each group

Okonufua 2014 - disaggregated data by
group from trialist and denominators were
calculated by review authors using numera-
tors and percent data

Companionship (self-administered group only)

Total accompa-
nied in home
group; by whom

Okonufua 2014 - unpublished data received
from trialist

Alam 2013 - unpublished data received from
trialist and review authors calculated de-
nominators using numerators and percent
data

Alam 2018 - unpublished data received from
trialist and review authors calculated de-
nominators using numerators and percent
data

Dagousset 2004;
Provansal 2009 : only
overall accompanied
reported

Self-administered versus provider-administered medical abortion (Review)
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Table 1. Other data (continued)

Provansal 2009 - only overall data published
inNgo 2011

Shuchita 2008 - review authors calculated
numerators using denominator and per-
cents provided

Best and worst features

Best features

Shuchita 2008
(secret, more
confidential) -
only self group
and overall da-
ta reported (no
provider)

Alam 2018 - unpublished data received from
trialist and review authors calculated de-
nominators using numerators and percents
provided

Akin 2004 - on-
ly percents per
group reported

Akin 2004 : not esti-
matable because only
percents reported per
group

Ngoc 2004 : only overall
data available

Shuchita 2008 : one fea-
ture omitted because
we did not have data on
the provider group

Worst features

Alam 2013 (fear,
anxiety) - only
numerator of self
group provided
(missing denom-
inator)

Alam 2018 - unpublished data received from
trialist and review authors calculated de-
nominators using numerators and percents
provided

Akin 2004 - on-
ly percents per
group reported

Ngoc 2004 : only overall
data available

Akin 2004 : not esti-
matable because only
percents reported per

group

Alam 2013 : one feature
omitted because we did
not have the total num-
ber of women in each

group

Bracken 2006; Shuchi-
ta 2008 : one feature
omitted because we did
not have data on the
provider group

Shuchita 2008
(fear, anxiety;
none, no reason
given) - only self
group and over-
all data reported
(no provider)

Bracken 2006
(procedure takes
too long/too
many visits) - on-
ly self group da-
ta provided (no
provider group
oroverall)

Self-administered versus provider-administered medical abortion (Review)
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Table 2. Medical abortion intervention and drug regimen

Study

MA location
(including by
choice or ran-
domization)

Intervention

Drug(s)

Dosage

Timein
between
doses

Route

Pain med-
ication
provided
(yes/no)

Addition-
al miso-
prostol
offered
(yes/no)

Success
rate by
additional
dose(s) of
misopros-
tol

Akin 2004

mife in clinic;
miso in clin-

icorathome
(choice)

200 mg mife in clinic + 400 ug oral miso
2 days later either a) in clinic or b) at
home + paracetamol or paracetamol
plus codeine

mife +
miso

200 mg
(400 pg]

2 days

oral (oral)

Yes

No

n/a

Alam 2013

mife in clinic;
miso in clin-

icorathome
(choice)

200 mg mife in clinic + 800 pg buccal
miso 2 days later either a) in clinic or
b) at home + 2 x 500 mg paracetamol
tablets if needed

mife +
miso

200 mg
(800 pg)
(800 pg)

24 hours
(10+ days)

oral (buc-
cal) (buc-
cal)

Yes

Yes. 20
women
were given
asecond
follow-up
visit af-
ter the
provider
identified
debrisin
the uterus
at their
first fol-
low-up.
An addi-
tional 800
mcg buc-
cal dose of
misopros-
tol was
provided
for "most"
of these
women.
Almost all
women
who re-
ceived the
addition-
al medica-
tion had

a success-

Success
rate not
reported
(NR).
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Table 2. Medical abortion intervention and drug regimen (continued)

ful proce-
dure. p 82
Alam 2018  mifein clinic; 200 mg mife in clinic + 800 pug buccal mife + 200 mg 24 hours oral (buc-  Yes Yes NR
miso in clin- miso 1 day later either a) in clinic or b) miso (800 pg) (10 - 14+ cal)
icorathome at home + mild analgesic (1 x 400 mg days)
(choice) ibuprofen)
Bracken mife in clinic; 200 mg mife in clinic + 400 ug oral miso mife + 200 mg 2 days oral (oral)  Yes No n/a
2006 miso in clin- 2 days later either a) in clinic or b) at miso (400 pg)
icorathome home + 200 mg ibuprofen as needed
(choice)
Bracken mife in clinic; 200 mg mife in clinic + 400 pg oral miso mife + 200 mg 2 days oral (oral) Yes No n/a
2010 miso in clin- 2 days later either a) in clinic or b) at miso (400 pg)
icorathome home + 4 x 500 mg paracetamol tablets
(choice) and advised could obtain 330 mg parac-
etamol with 20 mg codeine if needed
Dagousset  mife in clinic; 600 mg oral mife in hospital + 400 pg mife + Self: Time be- oral (oral)  Yes Yes NR
2004 miso in clin- oral miso either in hospital or at home,+  miso 600 mg tween
icorathome analgestic prescription. Additional oral (400 pg) mife and
(choice) miso 400 ug was offered in clinicin case Provider: miso NR (3
of non-expulsion within 3 hours after the 600 mg hrs)
first dose (400 pg)
(400 pg)
Elul 2001 mife in clinic; 200 mg mife in clinic + 400 pg oral miso mife + 200 mg self: 48 oral (oral) Yes no n/a
- Tunisia; miso in clin- 48 hours later either a) at home or b) in miso (400 pug) hours;
Elul2001- icorathome clinic + 500 mg paracetamol provider:
Vietnam (choice) 72 hours
Hajri 2004  mifein clinic; 200 mg oral mife in clinic + 400 pg oral mife + 200 ug 2 days oral (oral)  Yes No n/a
miso in clin- miso 2 days later either a) at home or b) miso (400 pg)
icorathome in study clinic + paracetamol or parac-
(choice) etamol with codeine
lyengar mife in clinic; 200 mg oral mife in clinic + 400 pg miso mife + 200 mg 2 days (4 self: oral Yes Yes NR
2016 miso in clin- [route differed across clinics by their miso (800 pg) hours) provider:
icorathome standard protocols -sublingual 55%; (400 pg) oral (sub-
(choice) vaginal 17%; oral 28%) 2 days later ei- lingual/
ther a) at home or b) in study clinic + vaginal/ or
analgesics as needed. If bleeding did not oral) (de-
startin 4 hours after miso, an addition- pending
on clinic)
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Table 2. Medical abortion intervention and drug regimen (continued)

al dose of 400 pg of miso was adminis-
tered.

Karki 2009  mifein clinic; 200 mg oral mife in clinic + 400 pg oral mife + 200 mg 2 days oral (oral)  Yes No n/a
miso in clin- miso 2 days later either a) at home or b) miso [400 pg]
icorathome at the clinic + 500 mg paracetamol
(choice)
Li 2017 mife in clinic; 75 mg oral mife at the initial hospital vis-  mife + 75mg (400 24 hours oral (oral) NR No n/a
miso in clinicor it followed by 400 pg oral miso 24 hours ~ miso ug)
at home (ran- later either a) in the hospital or b) by
domized) self-administration
Ngoc 2004  mifein clinic; 200 mg oral mife in clinic followed by mife + 200 mg 2 days oral (oral) Yes No n/a
miso in clin- 400 pg oral miso 2 days later either a) in miso (400 pg)
icorathome clinic or b) at home + 8x500 mg parac-
(choice) etamol to take as needed
Okonufua  mife in clinic; 200 mg oral mife in clinic followed by mife + 200 mg 2 days oral (oral)  Yes No n/a
2014 miso in clin- 400 pg oral miso 2 days later either a) in miso (400 pg)
icorathome clinic b) or at home + 4x500mg paraceta-
(choice) mol to take as needed
Provansal  mifein clinic; 600 mg oral mife in clinic followed by mife + 600 mg 36-48 oral (oral) NR Yes NR
2009 miso in clin- 400 pg oral miso 36 to 48 hours later ei- miso (400 pg) hours
icorathome ther a) in clinic b) or at home
(choice)
Raghavan  mifein clinic; 200 mg mife in clinic + 400 ug oral miso mife + 200 mg 2 days oral (oral)  Yes Yes NR
2012 miso in clin- 2 days later either a) in clinic or b) at miso (400 pg)
icorathome home + paracetamol or paracetamol
(choice) plus codeine as needed
Shrestha mife in clinic; 200 mg oral mife in hospital followed by ~ mife + 200 mg 24 hours oral (vagi-  Yes Yes Yes. Suc-
2014 misoin clinicor 800 pg vaginal miso 24 hours later either  miso (800 pg) nal) cess rate
at home (ran- a) in hospital or b) at home + 100 mg reported:
domized) nimesulide (analgesic) at time of miso- 18 women
prostol insertion with in-
complete
abortion
received
2nd dose
miso-
prostolin
which 11
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Table 2. Medical abortion intervention and drug regimen (continued)

(61.1%) (4
in provider
group, and
7in self
group)
had suc-
cessful
termi-
nation
innext 1
week fol-
low-up,
and there-
maining 7
had surgi-
cal evac-
uation. p
187
Shuchita mife in clinic; 200 mg oral mife in hospital followed by ~ mife + 200 mg 2 days oral (sub- Yes No n/a
2008 miso in clin- 400 pg sublingual miso 2 days later ei- miso (400 pg) lingual)
icorathome ther a) in hospital or b) at home + 4x500
(choice) mg paracetamol to take as needed
NR: not reported
Table 3. Risk of bias assessment (RCTs): all outcomes
Random se- Allocation Blinding of personnel and par- Blinding of outcome Incomplete Selective out- Overall
quence genera- concealment ticipants assessors outcome data come reporting
tion
Li2017 X X .- <. .. X
Shrestha .- X .- <. .- X
2014
xunclear; - - low; - - - high

Li 2017 and Shrestha 2014 did not report on complications requiring surgical intervention, so this outcome is not assessed in this table
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Table 4. Risk of bias assessment (NRS): all outcomes

Confound- Selection Classifica- Deviations Missingda-  Measure- Selection Overall bias
ing of partici- tion of in- from in- ta ment of of reported
pants into terventions tended in- outcomes results
study terventions

Akin 2004b

Alam 2013ab o

Alam 2018 o

Bracken 2006b “

Bracken 2010b .

Dagousset 2004 .

Elul 2001 - Tunisiaab oo .

Elul 2001 - Vietnamab ove .

Hajri 2004b .

lyengar 2016b o

Karki 2009b .

Ngoc 2004b o o

Okonufua 2014ab o

Provansal 2009

Raghavan 2012ab .

Shuchita 2008b .

- low; - - moderate; - - - serious; - - - - critical

aDid not report on ongoing pregnancy, so this outcome is not assessed in this table for these studies.

b Did not report on complications requiring surgical intervention, so this outcome is not assessed in this table for these studies.
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Table 5. Baseline characteristics

Study ID % Married % Primigravi- % First Abor- Educa- Age (mean years + SD) Gestational age
(n/N) da (n/N) tion (n/N) tion (mean (mean weeks £ SD)
years = SD)
Akin 2004  Self:29.5 Self: 0 (0/104) Self: 56.7 Self: 9.0 Self: 29.5 Self: 6.17
(69/104)
Provider: Provider: 2.9 Provider: Provider: 29.7 Provider: 6.21
29.7 (3/104) Provider: 59.6 8.0
(62/104) Overall: 29.6 (range: 18-45)  Overall: 6.2
Overall: Overall: 1.4 Overall: 8.5
29.60 (3/208) Overall: 58.2
(121/208)
Alam 2013  Self: 99.44 Self: 23.52 NR Self: 10.3 Self: 26.7 NR (see GA categor-
(537/540) (127/540) ically reported)
Provider: Provider: 24.32 (27/111)
Provider: Provider: 21.62 8.9
100 (24/111) Overall: 26.8 Range (17-45)
(111/111) Overall:
Over- Overall: 23.2 10.1+4.7
all: 99.5 (151/651)
(648/651)
Alam 2018  Self:99.4%  Self: 10.6 NR Self: 7.2 + Self: 27.9+5.7 reported by GA cat
(1610/1619)  (172/1619) 4.0
Provider: 11.2 Provider: 27.7 £5.6
Provider: (14/125) Provider:
97.6 59443 Overall: 27.9 + 5.7 (Range
(122/125) Overall: 10.7 18-49)
(186/1744) Overall: 7.1
Over- +4.0
all: 99.3
(1732/1744)
Bracken Self: 72.0 Self: 21 (76/361)  Self: 45.7 NR Self: 29.2 (6.7) Self:42.3+6.43
2006 (260/361) (165/361);
Provider: 16.7 Provider: 29.5 (6.1) Self:43.2+5.8
Provider: (8/48) Provider:
75.0 (36/48) 33.3 (16/48); Overall: 29.3 (6.2) Overall: 42.4+6.3
Overall: 20.50 Overall:44.3 P=0.799
Over- (84/409) (181/409) P=0.379
all: 72.4
(296/409) P=0.571 P=0.123
P=0.726
Bracken NR Self:17.5 Self: 68.3 NR Self: 26.8 +4.8 DAYS
2010 (93/530) (362/530)
Provider:48/69 Provider: 25.2 +4.6 Self: 44.3+5.5
Provider: 18.8 (69.6) Provider: 45.4 +5.9
(13/69) All: 26.7£4.8
Overall: 68.4 Overall: 44.5+5.4
Overall: 17.70 (410/599) P=0.008
(106/599) (n/598)
Dagousset NR NR Self: 69.2 greater Age RANGE 26-35 years NR
2004 (83/120) than or (see categorically by
equal to group)
Provider: 68.83 Bac:
(199/289)
Self = 85%

Self-administered versus provider-administered medical abortion (Review)
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Table 5. Baseline characteristics (continued)

Overall: 68.95 Provider =
(282/409) 66.5%
Elul 2001 NR Tunisia overall:  Tunisiaoverall:  Tunisia Vietnam overall: 24.7+4.0  Vietnam overall: 6.2
- Tunisia; 5(10/195) 54.9 (107/195) overall: 9.2 +0.6
Elul 2001 - +4.7 Tunisia overall: 32.2 +5.5
Vietham Vietnam over- Vietnam Tunisia overall: 6.2
all: 50 (60/120) overall: 61.7 Vietnam +0.9
(74/120) overall:
10.3+3.4
Hajri 2004  Self: 80.1 NR Self: 55.6 Self: 11.6 Self: 30.9 DAYS
(191/241) (134/241)
Provider: Provider: 29.7 Self: 44.2
Provider: Provider: 47.56 10.2
76.8 (63/82) (39/82) Overall: 27 (range 17-49) Provider: 44.8
Over- Overall: NR
all:78.64 Overall: 53.56 Overall: 44
(254/323) (173/323) P=0.02
lyengar NR NR Self: 66.96 NR Self: 26.6 + 4.7 Self: 5.95
2016 (229/342)
Provider: 27.5+4.9 Provider: 7.15
Provider: 68.12
(265/389) Overall: NR Overall: NR
Overall: 67.6 P=0.016 P=0.000
(494/731)
Karki2009  NR Self: 18.6 Overall: 73.62  MEDIAN MEDIAN AND RANGE: MEDIAN AND
(60/323) (293/398) AND RANGE: DAYS.
RANGE: Self: 27 (17-49)
Provider: 13.0 ) Self: 44 (30-56)
(10/77) Self: 10 Provider: 28 (19-46)
(0-25) Provider: 46 (36-56)
Overall: 17.5 Overall: 27 range (17-49) Overall:44 (30-56)
(70/400) Provider: 9
(0-17)
Overall: 10
(0-25)
Li2017 NR NR NR NR Self=27.1+6.3 Self:32.1+3.2
Provider: 26.8 +4.9 Provider:32.4+2.7
Overall: NR Overall: NR
Ngoc 2004  Self: 89.5 Self: 9.0 Self: 47.7 Self:11.1 RANGE Self: 42.2
(1244/1390)  (125/1390) (663/1390)
Provider: Self: 29.8 (18-48) Provider: 43.7
Provider: Provider: 16.7 Provider:51.10 8.7
90.8 (29/174) (89/174) Provider: 28.3 (19-47) Overall: 42.4
(158/174) Overall: _
Overall: 9.8 Overall: 48.10 10.9 Overall: 29.7 (18-48) P=0.001
Over- (154/1564) (752/1564)
all: 89.6 P=0.001
(1402/1564) P =0.001
Okonufua NR Self: 26 Self:51.4 Self:12.6 + Self:24.0+4.2 Self:6.5+1.3
2014 4.2

Provider: 11.5

Provider: 42.8

Provider: 25.6 £5.5

Provider: 7.2+1.6
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Table 5. Baseline characteristics (continued)

Overall: 23.5 Overall: 50 Provider: Overall: 24.3+4.5 Overall: 6.6+1.3
11.9+5.1
P=0.13 P=0.77 P=0.09 P=0.03
Overall:
(n/170) (n/101) 12.5+4.3 (n/220) (n/210)
P=0.56
(n/178)
Provansal NR NR NR NR Self:28.2+6.5 "gesite"
2009
Provider:25.9+6.4 Self:3.4+2.4
Overall NR Provider:2.3+1.6
P=0.001 Overall NR
P=0.001
Raghavan NR NR NR NR Overall: 27.5+5.9 Overall: 41.0+5.4
2012
Shrestha Self: 100 Self: 15.2 NR NR Self:27.4+4.9 DAYS
2014 (92/92) (14/92)
Provider:27.3+5 Self: 45.4+7
Provider: Provider: 10.9
97.8(90/92)  (10/92) Overall NR Provider:44.4+7.6
Over- Overall: 13 P=08 OverallNR
all: 98.9 (24/184) 503
(182/184) e
P=0.25
Shuchita NR NR Self: 88.4 Self:11.5+ Self: 26.6 +4.1 Self: 6.6 £0.7 (0.7
2008 (69/78) 3 assumed by review
Provider: 26.5+4.5 authors and that
Provider: 81 Provider: 6.7 in text is typo)
(17/21) 11.5+3 Overall: 26.6 +4.2
Provider: NR
Overall: 86.8 Overall:
(86/99) 11.6+3.1 Overall: 6.6 + 0.7

Table 6. Akin 2004

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into

the study

All outcomes: Moderate

Classification of interven-

tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-

tervention

All outcomes: Low: no apparent deviations from intended interventions

Self-administered versus provider-administered medical abortion (Review)
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Missing data

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

All outcomes: Low: ITT analysis; data were reasonably complete

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 7. Alam 2013

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Serious: no blinding of intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: 3.4% loss to follow-up overall

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 8. Alam 2018

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Moderate: deviation from the protocol but impact on the intervention are expected
to be slight given only 2.1% of women sought this additional care

Missing data

All outcomes: Moderate: very little missing data

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Self-administered versus provider-administered medical abortion (Review) 82
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Table 8. Alam 2018 (continued)

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 9. Bracken 2006

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention & outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 10. Bracken 2010

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least one domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Self-administered versus provider-administered medical abortion (Review) 83
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Table 11. Dagousset 2004
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Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Low: ITT analysis; data was reasonably complete

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 12. Elul 2001 - Tunisia

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 13. Elul 2001 - Vietham

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Self-administered versus provider-administered medical abortion (Review) 84
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Table 13. Elul 2001 - Vietham (continued)

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: No apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 14. Hajri 2004

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 15. lyengar 2016

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Cochrane Database of Systematic Reviews
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Table 15. lyengar 2016 (continued)

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan. There is no in-
dication of selection of the reported analysis from among multiple analyses

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 16. Karki 2009

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 17. Ngoc 2004

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Moderate: confounding domain appropriately measured and controlled for and suffi-
cient reliability and validity of measurement of domain

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Low: impossible to blind intervention status for participants or clinicians

Self-administered versus provider-administered medical abortion (Review)
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Table 17. Ngoc 2004 (continued)

Deviations from intended in-
terventions

Trusted evidence.
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Better health.
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All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 18. Okonofua 2014

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Serious: no blinding of intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 19. Provansal 2009

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Serious: no blinding of intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Self-administered versus provider-administered medical abortion (Review) 87
Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health.

Table 19. Provansal 2009 (continued)

Missing data

All outcomes: Serious: per protocol and outcome data were not available for over 20% of the par-
ticipants

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: 2 domains judged to be at serious risk of bias (bias of measurement of out-
comes and bias due to missing data)

Table 20. Raghavan 2012

Risk of bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Serious: no blinding of intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Moderate: per protocol

Measurement of outcomes

All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-
sult

All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan

Overall bias

All outcomes: Serious: at least 1 domain judged to be at serious risk of bias

Table 21. Shuchita 2008

Risk of Bias

Outcomes: ongoing pregnancy, complications requiring surgical intervention, success of MA

Confounding

All outcomes: Serious: at least 1 domain was not measured or not controlled for

Selection of participants into
the study

All outcomes: Moderate: possibility that follow-up and start of intervention did not coincide AND
selection into study may have been related to intervention and outcome

Classification of interven-
tions

All outcomes: Serious: no blinding of intervention status for participants or clinicians

Deviations from intended in-
terventions

All outcomes: Low: no apparent deviations from intended interventions

Missing data

All outcomes: Low: ITT analysis; data were reasonably complete

Self-administered versus provider-administered medical abortion (Review)
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Table 21. Shuchita 2008 (continued)

Measurement of outcomes All outcomes: Serious: outcome was assessed by assessors aware of intervention

Selection of the reported re-  All outcomes: Moderate: no clear evidence from protocol or statistical analysis plan
sult

Overall bias All outcomes: Serious: at least 1 domain judged to be at serious risk of bias
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Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



“p¥7 ‘suos 13 A31IM uyor Aq paysiiqnd ‘uoneioqe|jod aueyd0) ay 1 020z @ y3uAdod

(MaInaY) uoiI0qe |edIP3W PAIIISIUIWPER-IDPINCAd SNSIDA PaIA)SIUIWPR-J13S

06

Table 22. Best Features of Medical Abortion

Easy and quick

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 16% NR NR 15% NR NR
Alam 2013 295 629 46.90% 49 629 7.79% 344/629 54.69%
Alam 2018 769 1617 47.56% 56 121 46.28% 825/1738 47.47%
Bracken 2006 233 339 68.73% 35 47 74.47% 268/376 71.28%
Hajri 2004 148 221 66.97% 29 7 37.66% 177/298 59.40%
Ngoc 2004 NR NR NR NR NR NR 811/1545 52.49%
Shuchita 2008 11 75 14.67% 2 23 8.70% 13/98 13.27%
Overall 1456 2881 50.54% 171 897 19.06% 2438/4684 52.05%
Perceived less pain

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 40% NR NR 52% NR NR
Alam 2013 28 629 4.45% 8 629 1.27% 36/629 5.72%
Alam 2018 219 1617 13.54% 20 121 16.53% 239/1738 13.75%
Bracken 2006 65 339 19.17% 2 47 4.26% 67/376 17.82%
Hajri 2004 21 221 9.50% 7 7 9.09% 28/298 9.40%
Ngoc 2004 NR NR NR NR NR NR 518/1545 33.53%
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Table 22. Best Features of Medical Abortion (continued)

Shuchita 2008 3 75 4.00% 1 23 4.35% 4/98 4.08%
Overall 336 2881 11.66% 38 897 4.24% 892/4684 19.04%
Perceived as safer, healthier

Self Provider Overall
Study n N % n N % n/N %
Bracken 2006 66 339 19.47% 11 47 23.40% T7/376 20.48%
Hajri 2004 41 221 18.55% 18 7 23.38% 59/298 19.80%
Ngoc 2004 NR NR NR NR NR NR 220/1545 14.24%
Overall 107 560 19.11% 29 124 23.39% 356/2219 16.04%
Secret, more confidential

Self Provider Overall
Study n N % n N % n/N %
Alam 2013 50 629 7.95% 27 629 4.29% 77/629 12.24%
Alam 2018 156 1617 9.65% 13 121 10.74% 169/1738 9.72%
Bracken 2006 132 339 38.94% 16 47 34.04% 148/376 39.36%
Hajri 2004 22 221 9.95% 8 7 10.39% 30/298 10.07%
Ngoc 2004 NR NR NR NR NR NR 203/1545 13.14%
Shuchita 2008 4 75 5.33% 0 0 0% 4/98 4.08%
Overall 364 2881 12.63% 64 874 7.32% 631/4684 13.47%
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Table 22. Best Features of Medical Abortion (continued)

Less anxiety, fear, worries

Self Provider Overall
Study n N % n N %
Bracken 2006 16 339 4.72% 2 47 4.26% 18/376 4.79%
Ngoc 2004 NR NR NR NR NR NR 81/1545 5.24%
Overall 16 339 4.72% 2 47 4.26% 99/1921 5.15%
Method is non-invasive

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 45% NR NR 32% NR NR
Alam 2013 332 629 52.78% 70 629 11.13% 402/629 63.91%
Alam 2018 898 1617 55.53% 44 121 36.36% 942/1738 54.20%
Bracken 2006 44 339 12.98% 13 47 27.66% 57/376 15.16%
Hajri 2004 41 221 18.55% 16 7 20.78% 57/298 19.13%
Shuchita 2008 30 75 40.00% 13 23 56.52% 43/98 43.88%
Overall 1345 2881 46.69% 156 897 17.39% 1501/3139 47.82%
Stay at home, avoid the clinic

Self Provider Overall
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Table 22. Best Features of Medical Abortion (continued)

Study n N % n N % n/N %
Akin 2004 NR NR 20% NR NR 2% NR NR
Alam 2018 291 1617 18.00% 21 121 17.36% 312/1738 17.95%
Shuchita 2008 11 75 14.67% 6 23 26.09% 17/98 17.35%
Overall 302 1692 17.85% 27 144 18.75% 329/1836 17.92%
More natural, similar to menstruation

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 5% NR NR 17% NR NR
Hajri 2004 18 221 8.14% 8 7 10.39% 26/298 8.72%
Overall 18 221 8.14% 8 7 10.39% 26/298 8.72%
None

Self Provider Overall
Study n N % n N % n/N %
Alam 2013 22 629 3.50% 4 629 0.64% 26/629 4.13%
Alam 2018 30 1617 1.86% 5 121 4.13% 35/1738 2.01%
Bracken 2006 9 339 2.65% 0 47 0% 9/376 2.39%
Ngoc 2004 NR NR NR NR NR NR 144/1545 9.32%
Overall 61 2585 2.36% 9 797 1.13% 214/4288 4.99%
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Table 23. Worst Features of Medical Abortion

Fear, anxiety

Self Provider Overall
Study n N % n N % n/N %
Alam 2013 111 NR NR 55 629 8.74% 166/629 26.39%
Alam 2018 221 1617 13.67% 13 121 10.74% 234/1738 13.46%
Bracken 2006 33 352 9.38% 3 47 6.38% 36/399 9.02%
Ngoc 2004 NR NR NR NR NR NR 98/1554 6.31%
Shuchita 2008 6 75 8.00% 0 0 0% 6/98 6.12%
Overall 371 n/a n/a 71 797 8.91% 540/4418 12.22%
None, no reason given

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 42% NR NR 28% NR NR
Alam 2013 103 629 16.38% 23 629 3.66% 126/629 20.03%
Alam 2018 2901 1617 18.00% 23 121 19.01% 314/1738 18.07%
Bracken 2006 132 352 37.50% 18 47 38.30% 150/399 37.59%
Hajri 2004 72 221 32.58% 31 7 40.26% 103/298 34.56%
Ngoc 2004 NR NR NR NR NR NR 419/1554 26.96%
Shuchita 2008 4 75 5.33% 0 0 0% 4/98 4.08%
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Table 23. Worst Features of Medical Abortion (continued)

Overall 602 2894 20.80% 95 874 10.87% 1116/4716 23.66%
Bleeding

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 24% NR NR 25% NR NR
Alam 2013 124 629 19.71% 20 629 3.18% 144/629 22.89%
Alam 2018 341 1617 21.09% 14 121 11.57% 355/1738 20.43%
Bracken 2006 109 352 30.97% 18 47 38.30% 127/399 31.83%
Hajri 2004 65 221 29.41% 24 7 31.17% 89/298 29.87%
Ngoc 2004 NR NR NR NR NR NR 786/1554 50.58%
Shuchita 2008 13 75 17.33% 2 23 8.70% 15/98 15.31%
Overall 652 2894 22.53% 78 897 8.70% 1516/4716 32.15%
Pain and cramps

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 19% NR NR 16% NR NR
Alam 2013 238 629 37.84% 36 629 5.72% 274/629 43.56%
Alam 2018 1059 1617 65.49% 78 121 64.46% 1137/1738 65.42%
Bracken 2006 53 352 15.06% 14 47 29.79% 67/399 16.79%
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Table 23. Worst Features of Medical Abortion (continued)

Hajri 2004 59 221 26.70% 17 7 22.08% 76/298 25.50%
Ngoc 2004 NR NR NR NR NR NR 300/1554 19.31%
Shuchita 2008 35 75 46.67% 13 23 56.52% 48/98 48.98%
Overall 1444 2894 49.90% 158 897 17.61% 1902/4716 40.33%
Fatigue

Self Provider Overall
Study n N % n N % n/N %
Bracken 2006 29 352 8.24% 1 47 2.13% 30/399 7.52%
Ngoc 2004 NR NR NR NR NR NR 207/1554 13.32%
Overall 29 352 8.24% 1 47 2.13% 237/1953 12.14%
Procedure takes too long/too many visits

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 2% NR NR 11% NR NR
Alam 2013 47 629 7.47% 12 629 1.91% 59/629 9.38%
Bracken 2006 25 352 7.10% NR NR NR NR NR
Ngoc 2004 NR NR NR NR NR NR 112/1554 7.21%
Overall 72 981 7.34% 12 629 1.91% 171/2183 7.83%
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Table 23. Worst Features of Medical Abortion (continued)

Waiting for completion

Self Provider Overall
Study n N % n N % n/N %
Akin 2004 NR NR 10% NR NR 16% NR NR
Alam 2018 19 1617 1.18% 0 121 0% 19/1738 1.09%
Hajri 2004 54 221 24.43% 9 7 11.69% 63/298 21.14%
Overall 73 1838 3.97% 9 198 4.55% 82/2036 4.03%
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APPENDICES

Appendix 1. Search Strategies
EBM Reviews (Ovid) Cochrane Central Register of Controlled Trials (CENTRAL)

1 exp Abortion, induced/ or Abortion, legal/ or Abortion, criminal/ or Abortion, septic/ or Abortion, therapeutic/ or Abortion applicants/
(1028)

2 (abortion* or ((medical* or trimester* or gestation* or pregnan*) adj5 terminat*) or "uterine evacuation*").tw. (4220)
3o0r/1-2 (4320)
4 Abortifacient agents/ or Abortifacient agents, nonsteroidal/ or Abortifacient agents, steroidal/ or Mifepristone/ or Misoprostol/ (1878)

5 (Abortifacient* or Mifepristone* or Misoprostol* or RU486 or RU-486 or "abortion pill" or Cytotec or GyMiso or Korlym or Mifegyne or
Mifeprex or

Misodel).tw. (3687)
6 or/4-5 (3834)
7 Self administration/ or Self medication/ or Nurse Midwives/ or Pharmacies/ or Physicians/ or exp Health personnel/ (8581)

*1

8 (self* or herself or themselves or chemist or chemists or clinic or clinician* or drugstore* or "drug store*" or home or home-use or home-

based or

midwife or midwives or nurse* or OTC or "over the counter" or pharmacies or pharmacist* or pharmacy* or physician* or provider*).tw.
(202821)

9 or/7-8 (205526)
10 and/3,6,9 (225)
MEDLINE (Ovid) Epub Ahead of Print, In-Process & Other Non-Indexed Citations, Ovid MEDLINE(R) Daily and Ovid MEDLINE(R)

1 exp Abortion, induced/ or Abortion, legal/ or Abortion, criminal/ or Abortion, septic/ or Abortion, therapeutic/ or Abortion applicants/
(41255)

2 (abortion* or ((medical* or trimester* or gestation* or pregnan*) adj5 terminat*) or "uterine evacuation*").tw,kf. (70263)
3 0r/1-2 (82705)
4 Abortifacient agents/ or Abortifacient agents, nonsteroidal/ or Abortifacient agents, steroidal/ or Mifepristone/ or Misoprostol/ (11382)

5 (Abortifacient* or Mifepristone* or Misoprostol* or RU486 or RU-486 or "abortion pill" or Cytotec or GyMiso or Korlym or Mifegyne or
Mifeprex or

Misodel).tw,kf. (11883)
6 Or/4-5 (15428)

7 Self administration/ or Self medication/ or exp Health Personnel/ or Nurse Midwives/ or Pharmacists/ or Pharmacies/ or Physicians/
(506541)

*11

8 (self* or herself or themselves or chemist or chemists or clinic or clinician* or drugstore* or "drug store*" or home or home-use or home-

based or

midwife or midwives or nurse* or OTC or "over the counter" or pharmacies or pharmacist* or pharmacy* or physician* or provider*).tw,kf.
(2011189)

9 or/7-8 (2292192)
10 and/3,6,9 (1046)

Embase (Ovid)
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lillegal abortion/ or exp induced abortion/ or medical abortion/ or surgical abortion/ or legal abortion/ or second trimester abortion/ or
therapeutic abortion/ (36275)

2 (abortion* or ((medical* or trimester* or gestation* or pregnan*) adj5 terminat*) or "uterine evacuation*").tw. (83292)
31or2(95619)
4 exp abortive agent/ or mifepristone/ or misoprostol/ (164407)

5 (Abortifacient* or Mifepristone* or Misoprostol* or RU486 or RU-486 or "abortion pill" or Cytotec or GyMiso or Korlym or Mifegyneor
Mifeprex or

Misodel).tw. (14585)
64 0r5(165942)

7 exp drug self administration/ or exp self medication/ or exp nurse midwife/ or exp midwife/ or nurse midwifery/ or exp pharmacy/
or physician/ or health care personnel/ (165942)

*11

8 (self* or herself or themselves or chemist or chemists or clinic or clinician* or drugstore* or "drug store*" or home or home-use or home-

based or

midwife or midwives or nurse* or OTC or "over the counter" or pharmacies or pharmacist* or pharmacy* or physician* or provider*).tw.
(2686060)

97or8(3550721)
103 and 6 and 9 (1432)

11 Clinical Trial/ or Randomized Controlled Trial/ or exp randomization/ or Single Blind Procedure/ or Double Blind Procedure/ or Crossover
Procedure/

Placebo/ or Prospective Study/ (2050421)

12 (randomi?ed controlled trial$ or RCT or random allocation or randomly or randomly allocated or allocated randomly or (allocated adj2
random) or

Single blind$ or Double blind$ or ((treble or triple) adj blind$) or placebo$).tw (290399)
13 or/11-12 (2093559)
14 Case Study/ or Abstract Report/ or Letter/ or case report.tw. (1555571)
15 13 not 14 (2042663)
16 10 and 15 (296)
CINAHL Plus with Full Text (EBSCOHost)
$26 510 AND S25 (517)
$25S11 ORS12 ORS13 OR S14 ORS150R S16 ORS17 OR S18 OR S19 OR S20 OR S21 OR S22 OR S23 OR S24 (1,402,592)
S24 TX allocat* random* (967)
S23 (MH "Quantitative Studies") (22,889)
S22 (MH "Placebos") (11,359)
S21 TX placebo* (89,889)
S20 TX random* allocat* (11,567)
$19 (MH "Random Assignment") (55,495)
S18 TX randomi* control* trial* (205,476)

S17 TX ( (singl* n1 blind*) or (singl* n1 mask*) ) (18,217)

Self-administered versus provider-administered medical abortion (Review) 929
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S16 TX ( (doubl* n1 blind*) or (doubl* n1 mask*) ) (1,025,957)

S15 TX ( (tripl* n1 blind*) or (tripl* n1 mask*) ) (598)
S14 TX ( (trebl* n1 blind*) or (trebl* n1 mask*) ) (9)
S13 TX clinic* n1 trial* (305,325)

S12 PT Clinical trial (86,808)

S11 (MH "Clinical Trials+") (262,246)

S10 S3 AND S6 AND S9 (1,108)

S9 S7 OR S8 (2,280,065)

S8 TX (self* OR herself OR themselves OR chemist OR chemists OR clinic OR clinician* OR drugstore* OR "drug store*" OR home OR home-
use OR

home-based OR midwife OR midwives OR nurse* OR OTC OR "over the counter" OR pharmacies OR pharmacist* OR pharmacy* OR
physician* OR

provider*) (2,145,562)

S7 MH ("Self Administration" OR "Self Medication" OR "Health Personnel+" OR "Nurse Midwives" OR "Pharmacists" OR "Pharmacy, Retail"
OR

"Physicians") (505,790)
S6 S4 OR S5 (4,240)

S5 TX (Abortifacient* OR Mifepristone* OR Misoprostol* OR RU486 OR RU-486 OR "abortion pill" OR Cytotec OR GyMiso OR Korlym OR
Mifegyne OR

Mifeprex OR Misodel) (4,240)

S4 MH ("Abortifacient Agents" OR "Mifepristone" OR "Misoprostol") (2,446)

$3'S10R S2 (29,370)

S2 TX (abortion* OR ((medical* OR trimester* OR gestation* OR pregnan*) N5 terminat*) OR "uterine evacuation*") (29,370)
S1 MH ("Abortion, Induced" OR "Abortion, Criminal") (9,165)

LILACS

("ABORTION" OR "applicant, ABORTION" OR "applicants, ABORTION" OR "center, ABORTION" OR "centers, ABORTION" OR "clinic,
ABORTION" OR "clinics, ABORTION" OR "criminal ABORTION" OR "illegal ABORTION" OR "induced ABORTION" OR "legal ABORTION" OR
"seeker, ABORTION" OR "seeker, refused ABORTION" OR "seeker, repeated ABORTION" OR "seekers, ABORTION" OR "seekers, refused
ABORTION" OR "seekers, repeated ABORTION" OR "ABORTION (induced)" OR "porcine epidemic ABORTION and respiratory syndrome" OR
"ABORTION applicant" OR "ABORTION applicants" OR "ABORTION center" OR "ABORTION centers" OR "ABORTION clinic" OR "ABORTION
clinics" OR "ABORTION on demand" OR "refused ABORTION seeker" OR "repeated ABORTION seeker" OR "ABORTION seeker, refused"
OR "ABORTION seeker, repeated" OR "ABORTION seekers" OR "refused ABORTION seekers" OR "repeated ABORTION seekers" OR
"ABORTION seekers, refused" OR "ABORTION seekers, repeated" OR "ABORTION, criminal" OR "ABORTION, drug induced" OR "ABORTION,
drug-induced" OR "ABORTION, illegal" OR "ABORTION, incomplete" OR "ABORTION, legal" or "MISOPROSTOL" or "MIFEPRISTONE" or
"agents, ABORTIFACIENT" or "agents, non-steroidal ABORTIFACIENT" or "agents, nonsteroidal ABORTIFACIENT" or "agents, steroidal
ABORTIFACIENT" or "ABORTIFACIENT agents" or "non-steroidal ABORTIFACIENT agents" or "nonsteroidal ABORTIFACIENT agents"
or "steroidal ABORTIFACIENT agents" or "ABORTIFACIENT agents, non steroidal" or "ABORTIFACIENT agents, non-steroidal" or
"ABORTIFACIENT agents, nonsteroidal" or "ABORTIFACIENT agents, steroidal" or "ABORTIFACIENTs" or "steroid ABORTIFACIENTs" or
"ABORTIFACIENTS, steroid" [Subject descriptor] and "CLINICAL TRIAL" or "CONTROLLED CLINICAL TRIAL" or "RANDOMIZED CONTROLLED
TRIAL" [Publication type] (17)

POPLINE

(((Keyword vocabulary: ABORTION OR POSTABORTION OR POSTABORTION CARE)) OR ( (abortion* OR medical terminat* OR termination
of pregnanc* OR pregnancy terminat* OR gestation terminat* OR uterine evacuation*) ) ) AND ( ( ( Keyword vocabulary: MISOPROSTOL ))
OR ((Abortifacient* OR Mifepristone* OR Misoprostol* OR RU486 OR RU-486 OR abortion pill OR Cytotec OR GyMiso OR Korlym OR Mifegyne
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OR Mifeprex OR Misodel ) ) ) AND ( ( ( Keyword vocabulary: SELF CARE OR HEALTH PERSONNEL OR NURSE-MIDWIVES OR PHARMACISTS
OR PHARMACIES OR PHYSICIANS OR NURSES AND NURSING ) ) OR ( ( self* OR herself OR themselves OR chemist OR chemists OR clinic OR
clinician* OR drugstore* OR drug store* OR home OR home-use OR home-based OR midwife OR midwives OR nurse* OR OTC OR over the
counter OR pharmacies OR pharmacist* OR pharmacy* OR physician* OR provider*)) ) AND ( ( ( Keyword vocabulary: CLINICAL TRIALS ) )
AND ((clinicaltrial OR clinical trials OR controlled trial OR controlled trials OR random* OR single blind* OR double blind* OR treble blind*
OR crossover OR placebo* ORRCT* OR allocat*) ) ) (14)

CLINICALTRIALS.GOV

self* OR herself OR themselves OR chemist OR chemists OR clinic OR clinician* OR drugstore* OR home OR home-use OR home-based OR
midwife OR midwives OR nurse* OR "over the counter" OR pharmacies OR pharmacist* OR physician OR provider* | Interventional Studies
| abortion* OR pregnancy termination* OR termination* of pregnancy OR medical termination* OR uterine evacuation* (329)

WHO ICTRP

TITLE: self* OR herself OR themselves OR chemist OR chemists OR clinic OR clinician* OR drugstore* OR home OR home-use OR home-
based OR midwife OR midwives OR nurse* OR OTC OR "over the counter" OR pharmacies OR pharmacist* OR pharmacy* OR physician*
OR provider*

(AND) CONDITION: abortion* OR termination

(AND) INTERVENTION: abortifacient* OR misoprostol OR mifepristone OR Cytotec OR GyMiso OR Korlym OR Mifegyne OR Mifeprex OR
Misodel

(AND) RECRUITMENT STATUS=ALL (71)

Appendix 2. Data extraction template
IDENTIFICATION

Study Details

Title

Country

Type of setting (low/high resource)

Urban vs rural

Type of clinic(s) (public vs private; other details)

Corresponding author's contact details

Corresponding author's name

First author (if different from corresponding author)

Institution

Email

Address

Comments

Self-administered versus provider-administered medical abortion (Review) 101
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METHODS

Design

Prospective cohort study

Additional methods data

Aim of study

Clinic/provider administration description

Description of providers (type, training, etc)

Follow-up visits (time frame, etc)

Randomized into groups?

Record of experience (how women's MA experiences (side effects, etc) were recorded, i.e. self-report)

Self/home administration description

Self-selected into groups?

Use of pilot group prior to intervention grouping?

How was gestational age measured?

Painkiller used?

Comments

POPULATION

Inclusion criteria

Exclusion criteria

Differences between groups at baseline?

Informed consent obtained? (yes, no, unclear)

Withdrawals? (describe)

Baseline characteristics

Self-administered versus provider-administered medical abortion (Review) 102
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Characteristic N Self-admin"home users''n= Provider-admin Overall
"clinic users" "all users"
n= n=
P value or Cl mean or % SDorn mean or % SDorn mean or % SDorn

Age (mean years + SD)

Married (%, n)

Primigravida (%, n)

First abortion (%, n)

Education (mean years + SD)

Gestational age (mean weeks + SD)

Maximum Gestation age
(e.g. <9 weeks (< 56 days),
9 - 12 weeks (56 - 83 days),

> 12 weeks (84= days))
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INTERVENTIONS
Characteristic Self-admin Provider-ad- Overall Self-adminin  Self-adminin
(clinic, then min(clinic home only clinic + home
home)"home  only)"clinic "all users"
users" users"

Drugs used (mife + miso; miso only; mife on-
ly)

Dosage (mg or pug): first [second]

Time in between dosages: first and second
[second and third] (third and fourth)

Route of administration (e.g. oral, buccal,
sublingual, vaginal) first [second] (third)

# of women who self-selected into each
group (n,%)

Reported if additional misoprostol given? If so, when, how much, for how long, etc?

Please report details of additional miso doses

Additional miso doses Self-admin Provider-admin Overall
(clinic, then home) (clinic only) "all users"
"home users" "clinic users"

Dosage (mg or ug) : (third) fourth)

Time in between dosages: (third and fourth)

Route of administration (e.g. oral, buccal, sublingual, vaginal)

(third) fourth

OUTCOMES

GROUPS: enrolled vs. analyzed

# women per group enrolled Group label from study n %

Self-admin home users of miso

Provider-admin (provider only) clinic users of miso

Overall all users

Self-administered versus provider-administered medical abortion (Review)
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(Continued)
Lost to follow-up Group label from study n %
Self-admin home users of miso
Provider-admin (provider only) clinic users of miso
Overall allusers
# women per group analyzed Group label from study n %
Self-admin home users of miso
Provider-admin (provider only) clinic users of miso
Overall all users
Self-administered versus provider-administered medical abortion (Review) 105
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OUTCOMES

ITT or per protocol analysis
used? (include description)

When (days) and how was
outcome determined?

Outcome of MA (n, %) N Primary Outcome Classification of failure
Successful/Complete Failure rate (overall) Ongoing pregnancy Incomplete
Definition of outcome (if re-
ported)
Group Group label n % ClorP n % ClorP n % ClorP n % ClorP
from study value value value value
Self-admin home users of

miso

Provider-admin (provider

clinic users of

only) miso
Self-admin in clinic only clinic mife,
clinic miso
Self-admin in clinic + home clinic mife,
home miso
Self-admin at home only home mife,
home miso
Overall all users

Complication: requiring surgical intervention (n, %)
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(Continued)
Total requiring surgi-  Medically indicated Provider decision Woman's request Provider's decision or
caliintervention Woman's request

Definition of
category (if
reported)
Group Group label n % Clor n % Clor n % Clor n % Clor n % Clor

from study P val- P val- P val- P val- Pval-

ue ue ue ue ue

Self-admin home users of

miso
Provider-ad-  clinic users of
min (provider  miso
only)
Self-admin in clinic mife,
clinic only clinic miso
Self-adminin  clinic mife,
clinic+ home home miso
Self-adminat  home mife,
home only home miso
Overall all users
Complications, (n, %)

Hematoma Hemorrhage Infection Requiring Advanced preg- Other
nancies
hospitalization (specify)

(uterine rup-
ture,

hysterectomy,
mortality)
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(Continued)

Definition of cate-

gory (if reported)
Group Group label N n % n % n % n % n % n %

from study
Self-admin home users of

miso
Provider-admin clinic users of
(provider only) miso
Self-admin in clinic mife,
cliniconly clinic miso
Self-admin in clinic mife,
clinic + home home miso
Self-admin at home mife,
home only home miso
Overall all users

Clor Pvalue= Clor Pvalue= ClorPvalue= Clor Pvalue= ClorPvalue= Clor P value=
Side effects, (mean days, SD -or- n, %)
Nausea Heavy bleed- Vomiting Pain/cramps  Fever/chills Diarrhea Other
ing
(specify)
(> period)

Definition of category
(if reported)
Group Group label N n % n % n % n % n % n % n %

from study
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(Continued)

Self-admin

home users of
miso

Provider-admin
(provider only)

clinic users of
miso
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Self-admin in clinicon-  clinic mife,
ly clinic miso
Self-admin in clinic + clinic mife,
home home miso
Self-admin at home home mife,
only home miso
Overall all users
ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue=
Acceptability of MA, (n, %)
Satisfied or Would choose Would select Would select Would recom- Other
highly satisfied MA again home use for fu- clinicuse forfu- mend to a friend .
ture MA ture MA (specify)
Definition of One or both?
category (if re-
ported)
Group Group label N n % n % n % n % n % n %
from study
Self-admin home users of
miso
Provider-ad- clinic users of

min (provider
only)

miso
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(Continued)

Self-admin in

clinic mife, clin-

cliniconly ic miso
Self-admin in clinic mife,
clinic + home home miso
Self-admin at home mife,
home only home miso
Overall all users
Clor P value= Clor Pvalue= ClorPvalue= Clor Pvalue= ClorPvalue= Clor P value=
Best features, (n, %)
Easy and Perceived Perceived Secret, Lessanxi- Methodis Stayat More nat- None Other
quick less pain as safer, more con-  ety, fear, noninva- home, ural, sim- (specify)
healthier fidential worries sive avoid ilar to
clinic menstru-
ation

Definition
of category
(if report-
ed)
Group Group N n % n % % n % n % n % n % n % n % n %

label

from

study
Self-admin  home

users of

miso
Provider- clinic
admin users of
(provider miso
only)
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IT1

(Continued)
Self-admin clinic
incliniconly  mife,
clinic
miso
Self-admin clinic
in clinic + mife,
home home
miso
Self-admin home
athomeon- mife,
ly home
miso
Overall all users
ClorPval- ClorPval- ClorPval- ClorPval- ClorPval- ClorPval- ClorPval- ClorPval- ClorPval- ClorPval-
ue= ue= ue= ue= ue= ue= ue= ue= ue= ue=
Worst features, (n, %)
Fear, anxiety None, norea- Bleeding Pain and Fatigue Procedure Waiting for Other (speci-
son given cramps takes too completion fy)
long/ too
many visits
Definition
of catego-
ry (if re-
ported)
Group Group N n % n % n % n % n % n % n % n %
label
from
study
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(433

(Continued)
Self-ad- home
min users of

miso
Provider-  clinic
admin users of
(provider miso
only)
Self-admin  clinic
in clinic mife,
only clinic

miso
Self-admin  clinic
in clinic + mife,
home home

miso
Self-admin  home
at home mife,
only home

miso
Overall all users

ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue= ClorPvalue=
Companionship during home administration of misoprostol, Person who was present
(n: 0/0)
Any companion Husband Other family Mother Friend Other person

Definition of cate-
gory (if reported)
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(Continued)

Group

Group label
from study

Self-admin

home users of
miso

Self-admin in
clinic+ home

clinic mife,
home miso

Self-admin at
home only

home mife,
home miso

Kieaqi (JF)
aueayrory \

Compliance/adherence to protocol, (n, %)
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Definition of category (if

reported)

Group Group label from
study

Self-admin home users of

miso

Provider-admin clinic users of
(provider only) miso

Overall all users
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Clor P value= Clor P value= Clor Pvalue= Clor P value= ClorPvalue= Clor P value=

Did not return to con-
firm abortion status

Did not complete pro- Miso not taken on time

Clor P value= CClor P value= Clor P value= Clor Pvalue=

SM3IADY J13BWSISAS JO seqeleq auelyd0)



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Contact with health services, (n, %)

Unscheduled clinic visits  Called clinic/hotline

Definition of category (if re-

ported)
Group Group label from study N n % n %
Self-admin home users of miso

Provider-admin (provideron-  clinic users of miso
ly)

Overall all users

Clor P value= Clor Pvalue=
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW

We restructured the Background section of the review to add clarity and to update data and references.
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We reported our treatment effect measure as risk ratios instead of odds ratios, to improve the precision and clarity of our results.

We reported risk differences instead of risk ratios for the acceptability outcome, to improve precision and clarity of our results.
To assess the quality of the evidence in this review we selected three critical outcomes:

o Successful abortion
« Ongoing pregnancy
« Any complication requiring surgical intervention

Instead of analyzing only the available data, we included data published in a previous systematic review (Ngo 2011), and for missing
data not published in Ngo 2011 we attempted to calculate the missing data using simple mathematical calculations, such as converting
percentages to count data (details are described in Table 1).

Weidentified typos and/orincorrect calculations in the protocol (Gambir 2018). To avoid perpetuating incorrect data, we noted these errors
and reported the corrected data in this review.

We extracted additional data on the following subsidiary outcomes, which were not indicated in our protocol:

« Contact with health services
« Compliance with medical abortion protocol
« Best and worst features of the medical abortion method

We did not conduct a sensitivity analysis to assess the effect of the risks of bias of the studies included in the main effects analysis, because
we rated all 16 NRSs as being at serious risk according to the ROBINS-I tool, and both RCTs as being at unclear risk using the Cochrane
'Risk of bias' tool for RCTs.

We did not conduct a separate analysis of high-quality studies to explore the effect of biases on study heterogeneity as planned, because
we rated the quality of evidence by outcome in the 'Summary of findings' table.

We had intended for the 'Summary of findings' table to evaluate the overall certainty of the body of evidence for all the main review
outcomes, but given the limited number of outcomes permitted in the table, we included only the primary outcome (successful
abortion (uterine evacuation without the need for surgical intervention)) and two key secondary outcomes (ongoing pregnancy and any
complication requiring surgical intervention).

Initially we only included studies if they reported on our primary outcome (successful abortion), but after we had begun screening the
Cochrane Fertility Regulation Group required us to change these criteria in accordance with the Cochrane handbook chapter 4.6.3, so we
began to include studies even if they did not report on our primary outcome (Lefebvre 2019).

Although there was no plan to present 'Acceptability of medical abortions' using the risk difference (RD), we used this metric because it is
more appropriate, given that we were measuring the differences within groups rather than between groups.

In the protocol, we had specified that we would perform a meta-analysis of effectiveness, but we also performed meta-analyses on other
important outcomes in this review. Those outcomes include ongoing pregnancy, incomplete medical abortion, infection, and requiring
hospitalization.

INDEX TERMS

Medical Subject Headings (MeSH)

*Patient Safety; Abortifacient Agents [*administration & dosage]; Abortion, Induced [*methods]; Mifepristone [administration &
dosage]; Misoprostol [administration & dosage]; Pregnancy Trimester, First; Randomized Controlled Trials as Topic

MeSH check words

Female; Humans; Pregnancy

Self-administered versus provider-administered medical abortion (Review) 115
Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



